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IHCTPYKUIA 3ATBEPKEHO

. Haka3 MinicTepcTBa 0XOpoHM
ANns MeAUYHOro 3acTocyBaHHA NikapCbKoro 3acoby 300poB's YkpaiHu
23.10.2018 Ne 1925
PeecTpauinHe nocsigyeHHs
Ne UA/7617/01/01

¢y M C® Ne UA/7617/01/02
Ne UA/7617/01/03

Ne UA/7617/01/04

(FUSYS®) i

Haka3 MinicTepcTBa 0xopoHu
300poB's YKpaiHu
Cknao: 28.11.2023 Ne 2022
Oitoya peyosuHa: pnykoHason (fluconazole);
1 Tabnetka micTuTb dnykoHazony 50 Mrabo 100 mrabo 150 mrabo 200 mr;
00NOMiXHI PE4O8UHU: NAKTO3W MOHOIAPAT, Lentonosa MikpokpucTanivHa, noBigoH K30, Tankk, MarHito cteapar, HaTpito KpoxmanbriikonsT (Tyn A), HaTpito Kpockapmenoaa.

Nikapcbka dropma. TabneTku.
OcHosHi ghiuko-ximiyHi macmugocmi: 6ini, Kpyrni 3i CKOLIEHUMM KpasiMu TabneTku 3 fiHieto po3namy 3 0AHOro 6oKy.

®apmakoTepaneBTUYHa rpyna. [Mpoturpubkosi 3acobu Ans cucTeMHoro 3actocyBaHHs. MoxigHi Tpuasony. Kog ATX J02A CO1.

®apmakonoeziyHienacmugocmi.
GapmakoduHamika.

MexaHiam gii.
®nykoHason € npoTurpubkoBum 3acobom knacy TpuasoniB. [epBUHHMM MexaHi3MOM WOro [ii € npurHiveHHs rpubkoeoro 14 anbta-naHocTepon-g4emMeTuioBaHHs,
0nocepeaKkoBaHOro LToxpomom P450, Lo € HeBig'eMHuM eTanom GiocuHTesy rpubkoBoro eproctepony. Akymynsuist 14 anba-MeTUn-cTeponis KOPEOE 3 NOLAMbLLOK BTPaToK
eproctepony MembpaHoto rpubKkoBOT KNiTMHW Ta MOXeE BiANOBIAaTY 3a NPOTUrPUOKOBY aKTUBHICTL dhykoHasony. dnykoHason € Ginbl CeNneKTUBHUM O rpUBKOBUX hEPMEHTIB
untoxpomy P450, Hix Bo pisHux cuctem pepmeHTis Lntoxpomy P450 ccaslyia.

3acTocyBaHHs chnykoHasony B £o3i 50 Mr Ha o6y NpoTsrom 28 AHIB He BNMBAE Ha piBEHb TECTOCTEPOHY B Na3Mi KpOBi y HOMoBikiB abo Ha piBeHb EHOOrEHHIUX CTEPOIAIB Y KIHOK
penpoayKTuBHoro Biky. ®nykornason y gosi 200-400 mr Ha foby He NpOSBNSE KMIHIYHO 3HAYYLLOTO BMAMBY Ha PiBEHb EHOOrEHHNX CTepoiaiB abo Ha BiANOBiAb Ha CTUMYNSALi0
a[ipeHOKOPTUKOTPONHOro ropMoHy (AKTT) y 30poByx L06POBOSLLYB YOMOBIHOI CTATi.

[ocnigxeHHs B3aemogii 3 aHTUMIPUHOM NPOAEMOHCTPYBAO, Lo 3acTocyBaHHst 50 Mr hrykoHasony pa3oBo abo 6araTopasoBo He BNMBaE Ha MeTaboriaM aHTUMIPUHY.

YyTnmBICT in vitro.

dnykoHason in vitro AEMOHCTPYe NpOTUrpUBKOBY aKTMBHICTL CTOCOBHO KNiHIYHO nowwmpeHux Buais Candida, (Bkntovatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
[LIEMOHCTPYE 3HKEHY YyTIMBICTb 0 dhrykoHasony, a C. krusei Ta C. auris € CTiikumm 4o dnykoHasony. MiHiManbHi iHribyrodi KoHLEeHTpaLi Ta enigemionoriyHe Noporose 3Ha4eHHst
3rigHo EUCAST (ECOFF) ans conykoHasony ctocosHo C. guilliermondiisuLui, Hix ctocosHo C. albicans.

Takox chnykoHason in vitro BEMOHCTPYe akTUBHICTb sik npoTu Cryptococcus neoformans Ta Cryptococcus gattii, Tak i npoTi eHgeMivHux nnicHsisux rpnbis Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatumTa Paracoccidioides brasiliensis.

B3aem03B'A30k dhapMakoKiHETU4HMX | hapmMakoanHaMiYHUX BNaCTUBOCTEMN.

BignosigHo fo pe3ynbTariB 4OCNigXeHb Ha TBapyHaX, iCHYE KOpensLis Mix MiHiManbHOH iHribyto4oto koHueHTpayieto (MIK) Ta echekTUBHICTIO NPOTU eKCnepUMeHTanbHUX Mogenen
MiKo3iB, cnpuumnHeHnx Buaamu Candida. BignosigHo Ao pe3ynbTaTis KNiHiYHUX OCHILXEHb, iCHYE NiHiHa 3anexHicTb Mix AUC Ta fo3oto dnykoHasony (npubnuaHo 1:1). Takox icHye
NpsiMUiA, ane HeJocTaTHIN 38's30k Mixk AUC abo 403010 Ta MO3UTUBHOK KMiHIYHOO BIANOBIAAK Ha NiKyBaHHS OpanbHOTO KaHAMAO3Y Ta MEHLLOK MIpOo — KaHauAeMii. AHanoriyHo
NiKyBaHHS! iHGhEKLiiA, CNPUYMHEHNX LUTaMaMK, 0 SiKUX hykoHa30,1 AeMOHCTPYE BUcoky MIK, € MeHLL 3a40BINbHUM.

MexaHi3M pe3nCTeHTHOCTI.

MikpoopraHiamu pogy Candida [EMOHCTPYOTb YMCESbHI MEXaHi3MU PE3NCTEHTHOCTI 10 a30MbHUX NPOTUrpUOKoBKX 3acobiB. driykoHason aemoHcTpye Bucoky MIK npotw wramis
rpubiB, siki MarTb 0AMH 200 BinbLUEe MexaHi3MiB pe3VNCTEHTHOCTI, L0 HEraTUBHO BNAMBAE HA €CDEKTUBHICTb in Vivo Ta B KMiHIYHIA NpaKTUL.

Y 3a3Buvait vyTnvBuX BugiB Candida HalyacTilLMM € MeXaHi3M pO3BUTKY PE3UCTEHTHOCTI, B IKOMY 3aAisiHi LiinboBi (hepMeHTU a3onie, BiANOBiAanbHi 3a 6iocuHTE3 eprocTepony.
PesucTeHTHICTb MOXe By 06yMOBIEHa MyTaLlisiM1, NTOCUNEHHAM NPOLYKLT (hepMeHTY, MexaHiaMamm ecpritokcy npenapaty abo po3BUTKOM KOMMNEHCATOPHUX LLNSXIB.

Mosigomnsnu npo cynepiHdekuii Candida spp., cnpuinHeHi iHWmMK, Hix C. albicans Buaamm, Lo YacTo MaloTb 3HUKeHy YyTnneicTs (C. glabrata) abo e criikumu (Hanpuknag, C.
krusei, C. auris) o chnykoHa3sony. [ins nikyBaHHs Takux iHGheKLii Cnig 3acTocoBYBaTW anbTepHaTUBHI MPOTUrpUOKOBI 3acobn. MexaHiaMu peanCTEHTHOCTI Le He A0 KiHLS BUBYEHI B
[Aeskux npupogHo criikux (C. krusei) abo Houx (C. auris) Bugis Candida.

KonTponbHi Toukm EUCAST (€Bponenchkoro koMiTeTy 3 A0CTIZKEHb YYTIMBOCTI 40 aHTUMIKPOBHIX 3ac0biB).

Basytoumnck Ha focnimkeHHi hapMakoKiHeTUYHNX/hapMaKoLMHAMIHHUX AaHVX, YTIMBOCTI in vitro Ta KNiHIYHOI BigNoBiAi, Byno BU3HAYEHO KOHTPOMbHI TOYKM ANs (yKOHa30My Ans
MikpoopraHiamis pogy Candida. (CynposigHuit po3'acHioBanbHuit gokymeHT EUCAST ans dnykoHasony (2020) — Bepcis 3; €Bponeicbkuii KOMITET i3 A0CNIAXEHb YyTANBOCTI 4O
aHTUMiKkpobHUX 3acobiB, MpoTurpubkoBi 3acobu, Tabnuui KOHTPONbHUX To4ok Ans iHTepnpeTauii MIK, Bepcis 10.0, Habys unHHocTi 04.02.2020 p.). BoHu 6ynn posnogineHi Ha
KOHTPOSIbHi TOYKW, L0 HE MOB'A3aHi 3 NEBHUM BUAOM, Siki GinbLLOK MIpOt BU3HAYanmes Ha OCHOBI (hapMakoKiHETUYHIX/hapMakoAMHaMIYHUX AaHVX | He 3anexarb Bif po3noginy Ha
NeBHi BUAK 3a MiHIManbHO0 iHribYH04OH KOHLIEHTPALLiED, Ta Ha KOHTPOMbHI TOUKM, NOB'A3aHI 3 NEBHMM BUAOM, LLO Hat4acTille acoLitoloTbes 3 iHeKLisMn y nioauHi. Lii KOHTponbHi
TOYKW HaBEAEHO HINKYe.

lMpomuepubkosuti 3acié | KoHmposnbHi moyku, nog'asaHi 3 negHum sudom S </ R >y me/n KoHmposibHi moyku,
He nos'a3aHi 3 nesHuUM
gudom™S</R >y me/n

Candida albicans | Candida dubliniensis | Candida glabrata | Candida krusei | Candida parapsilosis | Candida tropicals
bnykoHason 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4

S =yyTnueni;

R = pesuncTeHTHuit;

a — KOHTPOMbHI TOYKM, LLO HE MOB'A3aHi 3 NEBHUM BUOOM, siki BiNbLUIOK MipOK BU3HAYANNCS Ha OCHOBI hapMaKoKiHETUYHOI/hapMakoauHaMiuHoi iHdopmaLii i He 3anexatb Big
PO3MOLiNY Ha NEBHI BMAW 3@ MiHIManbHOI0 iHribYH040L0 KOHLEHTpaLliet. BoHy gocnimkyBanmch nuLle y MiKpoopraHiamis, y kX He iCHYe CneLnd)ivHOT KOHTPOMBHOT TOYKN;

- BOCTIMKEHHSA Yy TAMBOCTI He PEKOMEHA0BaHI, OCKINbKM Liel BUL HE € METOHO fMikapCbkoi Tepanii;

* Yci nokashuku C. glabrata B kateropii |. MIK npot C. glabrata cnig ouiHioBaTW SIK Pe3WUCTEHTHI, kKonu BoHM nepesuLlytoTb 16 mr/n. Kateropis wytnmeocti (< 0,001 mr/n)
BMKOPUCTOBYETLCA NULLE ANs 3anobiraHHs NOMUNKOBOI knacudikayi wramis | sk wramis S. | — 4yTnnBuiA 3a yMOBM NigBULLEHOT €KCMO3WLi: MIKPOOPraHiaM HanexuTb Ao kateropii
«YYTIMBIA 33 YMOBY NiJBULLEHOT eKcnoauLyii» y pasi, Konu iCHYe BUCOKa IMOBIPHICTb TepaneBTUYHOTO YCiXy, OCKINbKM eKCroauLis npenapaty 6yna 3binbLueHa 3a paxyHok kopexuii
pexuMy [03yBaHHs abo MOro KOHLEHTPaLii y BOTHLL iHeKLii.

GapmakokiHemuka.

(dapmaKoKiHETUYHI BNacTVBOCTI chlyKOHa30my € NoAibHUMM Npu BHYTPILLHBOBEHHOMY i NepOpanbHOMY 3aCTOCYBaHHI.

Abcopbuis.

®dnykoHason fobpe BCMOKTYETLCS NPW nepopanbHOMY 3acTOCyBaHHi, @ piBeHb Npenapaty B nfasmi kpoBi i1 cuctemHa GiogocTynHicTb nepesuLyioTb 90 % piBHs driykoHasony B
nna3mi KpoBi, L0 [OCAraeTbCA NPW BHYTPILLHLOBEHHOMY BBEAEHHI npenapaty. OfHoYacHe BXMBaHHS DXi He BMIWBAE HA BCMOKTYBAHHS npenapaty npu oro nepopansHoMy
3acTocyBaHHi. MikoBa KOHLeHTpalis y nnasmi kposi gocsraeTtbes yepes 0,5-1,5 roguHu nicns npuiiomy npenapaty HaTtwecepue. KoHueHTpauis npenapaty B nnasmi KpoBi
nponopuiiiHa Josi. PisHoBaxHa 90 % KoHLeHTpaLis JocsraeTsest Ha 4-5-it feHb npu Garatopa3oBoMy 3acTOCyBaHHi OWH pa3 Ha foby abo Ha Apyri AeHb NikyBaHHS npu
3aCTOCYBaHHI y NEPLUMIA AeHb HaBaHTAXyBambHOI 03K, LU0 BABIYi NepeBuLLYe 3B14aliHy 4000BY [03Y.

Posnogin.

06'em poanoginy npubn13Ho [OPIBHIOE 3aranbHOMY BMICTY PiAHI B OpraHiami. 3B's3yBaHHs 3 Ginkamu nnasmu kposi Huabke (11-12 %).

®nykoHason 4obpe NpoHUKaE B YCi AOCMIMKYBaHi PiAUHN opraniamy. PiBeHb thiykoHa30s1y B CrMHI Ta MOKPOTMHHI € NOAIOHAM [0 KOHLIEHTpaLii npenapary B nnasmi KpoBi. Y navjieHTis,
XBOPUX Ha rPUOKOBIIA MEHIHTIT, piBeHb (hnyKOHa30My B CIMHHOMO3KOBIi piauHi focsrae 80 % KOHLeHTpaLLiTy nna3mi Kposi.

Bucoki koHUeHTpaUii onykoHas301y B LKipi, O NEpEBULLYIOTb CMPOBATKOBI, AOCAratoTbCS B POrOBOMY LUAp, EMigepMmici, AepMi Ta noTi. PriykoHa30m HakonMM4YyeTbCS B POrOBOMY LUAPI.
Mpu 3acTocyBaHHi 4031 50 Mr 1 pa3 Ha o6y KOHLEHTpaLis driykoHasony nicns 12 AHIB NikyBaHHs CTaHoBUNa 73 MKr/r, a 4epes 7 AHiB Nicns 3aBepLLEHHS fikyBaHHS KOHLLEHTpaLlis BCe
we craHosuna 5,8 mkr/r. Mpn 3actocyBanHi 103n 150 Mr 1 pa3 Ha TKAEHb KOHLEHTPaList (hyKoHa30my Ha 7-W JeHb NiKyBaHHA cTaHoBuna 23,4 MKr/r; yepes 7 OHiB nicns
3aCTOCYBaHHSI HACTYNHOI 4031 KOHLIEHTPALList BCe Le CTaHoBuna 7,1 MKr/T.

KoHueHTpaLlis dhnykoHasony B HirTsix nicns 4 micsuis 3actocyBaHHs 150 Mr 1 pas Ha TwxaeHb cTaHosuna 4,05 MKr/ry 300poBix 400poBonbLiB Ta 1,8 MKI/T Npy 3aXBOPHOBAHHSAX HIrTiB;
hriyKoHa301 BM3HAYaBCA Y 3paskax HIrTiB Yepe3 6 MicsLiB nicns 3aBepLUeHHs Tepanii.

bioTpaHcdopmais.

®nykoHason MeTaboniayeTbCst He3HauHo Mipoto. Mpy BBEAEHHI 403K, MiYeHOi paaioakTBHUMY i3oTonamu, nuLue 11 % drykoHa3ony eKkckpeTyeThCS 3 Ceyeto y 3MiHEHOMY BUTTSAI.
®nykoHason e nomipHuM iHribiTopom isochepmenTie CYP2C9 ta CYP3A4, a Takox noTyHWM iHribiTopom isodpepmenty CYP2C19.

BueneHs.

Mepiop HaniBBMBEAEHHS (hriykoHa3ony i3 Nna3mu kpoBi cTaHoBUTL 6nm3bko 30 roawH. Binblua YacTuHa npenapaty BUBOAMTLCS HUpkamu, mpuiomy 80 % 3acTocoBaHOi [03u
BUSIBNSIETLCSA Y CEYi B HE3MiHEHOMY CTaHi. KnipeHc thnykoHa30y NponopLiiHmii 40 KMipeHey kpeaTuHiHy. Linpkyniotoumx MeTaboniTie He BUSIBNEHO.

TpuBanuii nepiog HaniBBMBEAEHHS Npenapary 3 Nna3miu KpoBi 4ae MOXIMBICTb Pa30BOr0 3aCTOCYBaHHS npenapaTy npu BariHanbHOMy KaHAWAO03I, @ TakoX 3aCTOCYBaHHs npenapaty
1 pa3 Ha TWKAEHb NPY iHLLMX NOKa3aHHSX.

dapmakokiHeTVKa Ny NopyLUIEeHHi yHKLT HUPOK.

Y navieHTiB i3 HUPKOBOK HEAOCTATHICTIO TSKKOTO CTyneHst (LUBMAKICTb kny6oukoBoi inbTpauii < 20 mn/xs) nepiog HaniBeuBeaeHHs 30inbluyeTses Big 30 4o 98 roguH. Tomy Uil
KaTeropii nauieHTiB He0OXigHO 3MEHLIMTY 03y (hykoHa3ony. ®nykoHa3on BUAANSETLCS LWIISXOM remogianidy, Ta MEHLLOK MIpot — LWMISIXOM NepuToHeansHoro Aianisy. CeaHc
remogianisy TpUBanicTo 3 rofuHI 3HWKYE piBeHb hyKOHa30My y nnasmi kposi npubnnaHo Ha 50 %.

dapmakokiHeTVka Npv NakTalii.

KoHueHTpaLii prykoHasony B nnaami it MaTepuHCLKOMY MOMOLL BNPOAOBX 48 roguH nicns npuitomy oaHopa3osoi 4o3u 150 Mr owjiHioBanu nig vac dapMakoKiHeTUMHOO JOCMKEHHS
32 Y4aCTIo IECATM XIHOK Y nepiopi nakTaLlii, siki TuM4yacoBo abo NOCTIAHO NPUNUHIAM FOfyBaT CBOIX HEMOBMST FPYAAI0. Y MaTepPUHCLKOMY MOMOLL (ryKOHa30mM BUSIBUNW Y CEPELHIi
KoHLieHTpaLlii npubnmuaHo 98 % Big Tiel, Wo BiA3Havanu y nnasmi Matepi. Yepes 5,2 roauHm nicns npuinoMy 4o3u cepeaHs NikoBa KOHLEHTPaLLis B MaTEPUHCLKOMY MONOLIi CTaHOBMNA
2,61 mr/n. JoboBa go3a chrykoHasony, 0TpUMaHa HEMOBIISIM i3 MAaTEPUHCBKOTO MONOKa (SIKLLO MPUIAHSATY CEPEAHE COXMBaHHS Monoka 3a 150 mn/kr/aoby), pospaxoBaHa Ha OCHOBI
cepeaHbOi NiKoBOT KOHLEHTPaLii B Mooy, o AopiBHtoe 0,39 mr/kr/no6y, cTaHoBuTb NpubnnaHo 40 % Big 403K, peKOMeHA0BaHOT HOBOHAPOLKEHUM (BIKOM < 2 TWxHIB), a60 13 % Big
00311, PEKOMEHL0BaHOT HEMOBNSTAM AN fikyBaHHS KaHAMA03Y CM30BUX 0BOMOHOK.

dapmakokiHeTuka y aiTeit.

dapmakoKiHeTUYHI napameTpu y fiten 6ynu oLiHeHi y 5 [OCTimKeHHSX: 2 LOCTIXXEHHS Pa30BOro 3aCTOCyBaHHS, 2 AOCMIMKeHHs HaraTopa3oBoro 3acTocyBaHHs Ta 1 LOCMILKEHHS
He[OHOLLEHX HOBOHApOMKeHUX. [icns BBeAeHHs 2—-8 Mr/kr dinykoHasony Aitam Bikom Big 9 micaui go 15 pokis 6ys BusieneHuit nokasHuk AUC 6nuabko 38 mkr*roa/mn Ha 1 mr/kr
no3u. Micns 6aratopa3oBoro 3acTOCyBaHHs CepeHiit nepios HaniBBUBELEHHS hrykoHa30ry 3 nna3mu konmeascs Mix 15 Ta 18 roguHamu, a 06'eM poanoginy cTaHoBKB NpUBM3HO
880 mn/kr. binbLu TpuBanuit nepiof HaniBBMUBELEHHS (PryKOHA30My 3 NNa3Mu KPOBi CTAHOBMB NPUBMM3HO 24 roanH Ta 6yB BUSIBNEHWI NICNS BBEAEHHS pa3oBoi 403u. Liei nokasHuk €
MOPIBHSAHHWM i3 NEPIOAOM HaniBBMBEAEHHS (hNyKOHA30MY 3 Na3Mi KPOBI MICNs pa30BOro 3aCTOCYBaHHS 4031 3 MI/KT BHYTPILLHBOBEHHO AiTsM BikoM Big 11 gHiB 4o 11 micauis. Ob'em
PO3MOAiNy B Liii BikoBii rpyni cTaHoBKB 6113bko 950 Mi/kr.

[ocsig 3acTocyBaHHs (nykoHa30My HOBOHAPOMKEHUM 0OMEXYETLCS (hapMaKOKIHETUYHUMM AOCTISXEHHAMM 12 HEeJOHOLIEHMX AiTel i3 TepMiHOM recTaji npubnnHo 28 TUXkHIB.
CepepiHilt BiK AUTUHM NpY BBEAEHHI NEPLLOT 403K CTAHOBMB 24 roauHu (gianasoH 9-36 roaumH), cepenHst Maca Tina npu HapomkeHHi ctaHosuna 0,9 kr (gianasoH 0,75-1,10 kr).
Makcumym 5 BHYTPILUIHBOBEHHMX iH'EKLLi hnykoHa30y B 403i 6 Mr/Kr BBOAUNM KOXHI 72 roauHu. CepeHin nepiof HaniBBUBeAEHHS CTaHOBWB 74 roanHu (44—-185) y neplumii oeHb,
noTiM 3meHLwmBes 80 53 roanH (30-131) Ha 7-7 feHb Ta 8o 47 (27-68) Ha 13-4 aeHb. Mnowwa nig kpusoto (Mkr*roa/mn) ctaHosuna 271 (173-385) y nepLumii aeHb, 30inbluysanacs 4o
490 (292-734) Ha 7-# feHb, noTiM 3meHLmnacs fo 360 (167-566) Ha 13- aeHb. O6'em poanoginy (Mn/kr) ctaHosue 1183 (1070-1470) y nepwumit feHb, 36inbwysascs go 1184
(510-2130) Ha 7-1 geHb Ta o 1328 (1040-1680) Ha 13- AeHb BigNoBiAHO.

dapmakokiHeTVKa Y NaLeHTIB NITHLOTO BKY.

dapmakoKiHeTUYHE [OCMIMKEHHs NPOBOAMMM 3a yyacTio 22 naujieHTiB (Bikom Big 65 pokis), siki 3actocoByBanu 50 Mr chniykoHasony nepopanbHo. 10 nauieHTiB ogHOYacHoO
3acTocoByBany giypetuku. C,, ctaHoBuna 1,54 mkr/mn Ta gocsranacs npotarom 1,3 roguHu nicns 3actocyBaHHs dnykoHasony. CepeaHs AUC ctaHosuna 76,4+20,3 mkr*rog/mn.
CepepHilt nepiog HaniseuBeaeHHs 46,2 roguHn. Li dhapMakokiHETUYHI NOKA3HWUKM € BULLMMM MOPIBHSIHO i3 aHANONYHUMK Y 3A0POBMX J0OPOBOMLLIB MOMoALoro Biky. OgHovacHe
3aCTOCyBaHHS AiypeTukiB He Mano 3HayHoro Bnnmey Ha C,,, Ta AUC. Takox KnipeHe kpeaTuHiHy (74 Mn/xB), BiGCOTOK (hyKOHa30mMy, L0 eKCKPETYBABCS i3 CEYeto Y He3MiHEHOMY
surnagi (0-24 rogntn, 22 %), Ta HUpKoBMA knipeHe dnykoHasony (0,124 Mn/xB/kr) y navieHTiB [aHoi BikOBOI rpymin BYNM HIKYMMM, HiX aHanoOriyHi MOKa3HWKM Y MOMOALLMX
[no6poBonbLiB. ToMy 3MiHN hapMaKOKIHETVKM Y NaLieHTIB NITHBOTO Biky O4EBUAHO 3anexarthb Big napameTpiB (PYHKLiA HUPOK.

Kniniuni xapakTepucTukm.

Moka3aHHsi.

dyuyc® nokasaHuit ANA NikyBaHHA Takix rpUBKOBIX iHEKLi y A0pOCMX (B. po3ain «dapmMakoauHamika):

— KPUMTOKOKOBMIA MEHIHTIT (aB. po3gin «OcobnmBoCTi 3aCTOCyBaHHS»);

— KoKLMAi0ifo3 (ave. po3ain « OcobnmBocTi 3aCToCyBaHHAY);

—iHBA3MBHi KaHANAO3M;

— KaH[MA03M CIM30BMX 0BOMNOHOK, BKIHOYAK4Y KaHAUA03 POTOTMOTKY Ta KaHAVA03 CTPABOXO/AY; KaHAUAYPIsl, XPOHIYHWA KaHAWAO3 LLKIPY | CMM30BMX 0BOMOHOK;
— XPOHIYHWIA aTPOChiYHNIA KAHAWAO03 POTOBOT MOPOXHUHM (KAHAWAO03, CMPUYMHEHMIA BUKOPUCTaHHAM 3yOHIUX NPOTE3IB) NPW HEE(EKTUBHOCTI ririeH POTOBOI MOPOXHMHW abo MicLeBOi
Tepanii;

— BariHanbHWA KaHAML03, FOCTPUIA YW PELIMAVBHWIA, KOMW MiCLIEBa Tepanist He € AOLiNbHOL;

— KaHAMI03HWIA 6anaHiT, konu MicLeBa Tepanisi He € 4OLINbHOM;

50/100/150/
200 mg/UA

30121398000802B

— iepMaToMiko3u, BKIKOYaK04M MiKO3 CTOM, MIKO3 rMafieHbKOT LLKIpW, NaxoBuii AepMATOMIKO3; pisHOOapBHUIA NULIal Ta KaHAULO3HI H(eKLT LKIpK, KoMK NokasaHo 3acTOCOBYBaTU
CUCTEMHY Tepanito;

— BepMaTodiTHNI OHIXOMIKO3, KOMM 3aCTOCYBaHHS iHLLWX NikapCbkix 3aco6iB He € AOLNbHUM.

yuuc® nokasaHuil ANs NPOINaKTVKIA TaKUX 3aXBOPIOBAHb Y J0POCTIAX SK:

— PELMANB KpUMTOKOKOBOTO MEHIHTITY Y NALIEHTIB i3 BUCOKAM PU3NKOM AOTO PO3BUTKY;

— peLyamB KaHAMA03y POTOrnoTKM abo cTpaBoxoAy y naLlieHTis 3 BIJT 3 BUCOKMM pU3NKOM 11010 pO3BUTKY;

— 17191 3HWKEHHS YaCTOTM PeLMANBIB BariHanbHOMo kaHanao3y (4 abo GinbLue BUNaaku Ha pik);

— npodinakTika KaHAMZO3HWX IHGEKLR y NaLieHTiB i3 TPUBANO HEMTPONeHielo (Hanpyknag, nauieHTV 3i 3NoSKICHUMI 3aXBOPOBAHHAMM KPOBI, SKi OTPUMYIOTb XiMioTepanito, abo
naLjieHTV NPy TpaHCTNaHTaLii reMonoeTUYHNX CTOBBYPOBMX KNITH) (4B, po3ain «dapmakonoriyxi BnacTueocTi. ®apmakoguHamikay).

Qi

<I>yu,|/|c® nokasaHuii 4iTaM Ans nikyBaHHs KaHAMZO3IB CIN30BMX 060NOHOK (KaH4MAO03 POTOrMOTKM, KAHAUA03 CTPABOXOAY), iHBA3WBHUX KaHAWMAO03IB, KPUMTOKOKOBOTO MEHIHTITY Ta A1
npoMINakTUKA KaHAMAO3HWX IH(EKLil y NauieHTiB 3i 3HMKEHUM iMyHiTeTOM. [penapaT MOXHa 3aCTOCOBYBATM SIK MiATPUMYBAnNbHYy Tepanito Ans NONepemKeHHs peuuaney
KpUNTOKOKOBOIO MEHIHTITY Y AiTel i3 BUCOKMM PU3NKOM 10r0 po3BUTKY (AuB. po3ain «OcobnmBoCTi 3aCTOCYBaHHSY).

3acTocoByBaT Nnikapcbkui 3acit y hopmi TabneTok Ll kaTeropii NavieHTiB MOXHa TOZi, KONM AiTh 3aaTHi 6e3MeyYHO NPOKOBTHYTY TAaBNETKY, LU0 3a3BI1Yail € MOXIMBMM Y BiLli Bif
5 pokis.

Tepanito npenapatom Oyunc® MOXHa PO3NOYMHATM [0 OTPUMAHHS PE3ynbTaTiB KyNbTypanbHX Ta iHLWMX NaBopaTopHUX [OCTIMKEHb, OAHAK MICTA OTPUMAHHS PesynbTaTia
NpOTHiIHGEKLiHY Tepanito NoTPIBHO CKOpUryBaTK BiANOBISHIM YUHOM.

lpomunoka3aHHs.

—FinepyyTnMBICTb 4O ryKOHA30MY, HLLIMX a305IbHWX Cnonyk abo [0 6y ab-sKoi 3 AONOMIXHIUX PE4YOBWH Npenaparty.

— OpHouacHe 3acTocyBaHHS hnykoHasony Ta TepeHaamHy nawjieHTam, ki 3acToCOBYOTb (hykoHa3on baratopa3oso y Aosax 400 mr/oby Ta BuLle (3rigHO 3 pesynbTatamm
BOCTimKeHHs B3aemopii GaratopasoBoro 3acTocyBaHHs).

— OpHouacHe 3acTocyBaHHs (hryKoHa3omy Ta iHLWMX Nikapcbkix 3acobis, Lo nofoBxyoTh iHTepan QT Ta meTaboniaytoTbes 3a gonomoroto chepmerty CYP3A4 (Hanpuknag,
Ln3anpuay, actemisony, niMo3uay, XiHignHy Ta eputpoMiLuHy), anB. po3dinu «OcobnmBoCTi 3acTocyBaHHs» Ta «B3aemogis 3 iHWMMK nikapcbkuMu 3acobamu Ta iHLWi BUaM
B3aEMOfiln».

B3aemo0is 3 iHwWumu nikapcbKumu 3acobamu ma iHwi eudu e3aemodill.

[Ipomunoka3aHe cymicHe 3acmocyeaHHs (h1yKoHa30/1y ma HUX4e3a3HaqyeHuX flikapchKux 3acobis.

Luzanpud: noBigomnsnm npo po3suTok NoBiYHMX peakwii 3 Goky cepus, y TOMY YWCRi MPO NapoKcM3MarnbHy LUMYHOYKOBY Taxikapailo TUMy «mipyeT» y NauieHTiB, siki 0LHOYacHO
3acTocoByBanu gnykoHason Ta uusanpug. OgHouacHe 3actocysaHHs 200 Mr onykoHasony 1 pa3 Ha goby Ta 20 mr umsanpuay 4 pasu Ha oby Npu3BoAMO 40 3HAYHOTO NiABULLEHHS
PiBHS L3anpumay y niasmi kposi Ta 4o nogosxeHHs inTepaany QT. OgHovacHe 3acTocyBaHHs hnykoHas3ony Ta Lisanpuay npoTunokasaHe (aue. poagin «MpoTunokasaHHs»).
TepgheHaduH: yepe3 BUMaLKN PO3BUTKY TSHKKMX CEPLIEBUX apUTMIll, CMPUYMHEHNX NOJOBXeHHsM iHTepBany QTc, y naLlieHTiB, ki 3aCTOCOBYIOTb a30MbHi MPOTUIPUOKOBI NikapChbki
3acobu ogHovacHo 3 TepdeHaanHom, Oynu npoBefeHi LOoCNigpKeHHs B3aeMogii Unx npenaparis. Mpu 3actocyBaHHi riykoHasony y fosi 200 mr Ha 1oby He 6yno BusiBneHo
nopoBxeHHs iHTepany QTc. Mpu 3acTocyBaHHi dnykoHaony B gosax 400 mr Ha goby abo BuLLe 3HAYHO MigBULLYE piBEHb TepdeHaanHy B Nnasmi KpoBi Npu OfHOYACHOMY
3acToCyBaHHi Unx npenapatie. CymicHe 3actocyBaHHsi chnykoHasony B gosax 400 mr abo Buwe 3 TepdeHapgnHOM npoTunokasaHe (auB. po3gin «poTunokasaHHsy»). Mpu
3acTocyBaHHi hriykoHasony B o3ax Hukye 400 Mr Ha 0By ofHOYacHOo 3 TepdeHaanHOM Crlif MPOBOANTM PETEMbHUA MOHITOPUHT CTaHy nauieHTa.

Acmemi3on: cymiCHe 3aCTOCyBaHHs (hIyKoHa3011y Ta acTEMI301Ty MOXE 3MEHLUITM KipeHC acTemisony. CnpuynHeHe LM NigBULLEHHS KOHLEHTpaLii acTemiaony B nna3mi KpoBi MOXe
NpM3BECTW 40 NOJOBXEHHS iHTepBany QT Ta y pigkicHUX BUNagkax — A0 NapoKCKU3MarbHOI LLMYHOUKOBOI Taxikapgii Tuny «nipyet». OgHOYacHe 3acTocyBaHHS (rykoHasony Ta
acTeMisony npoTunokasate (aue. poagin «MpoTunokasaHHs»).

Mimo3ud: ofHOYacHe 3aCTOCYBaHHS (rykoHa30mny 3 NiMO3WAOM MOXe MPU3BECTW [0 iHribyBaHHs MeTaboniamy miMoauay, Xoua BignoBifHUX AOCHILKeHb in vitro Ta in vivo He
nposogunu. MigBuLLeHa KOHUEHTpaLis niMoauay y nnasmi KPOBi MOXe Npu3BecTW A0 NOAOBXeHHs iHTepsany QT Ta B piAKiCHUX BUNagkax A0 NapoKCM3MarbHOI LUMYHOYKOBOI
Taxikapgii Tuny «nipyeT». OfHOYacHe 3aCTOCYBaHHS nykOHa30My 3 MIMO3KA0M NPOTHNOKa3aHe (4uB. po3ain «MpoTunokasaHHs»).

XiHiOUH: 0jHOYaCHe 3aCTOCYBaHHS (hTyKOHA30y Ta XiHigMHY MOXXe NPWU3BOAMTY A0 iHribyBaHHs MeTaboniamy XiHiguHy, Xoua BignoBiAHWX AOCAIMKEHb in vitro Ta in vivo He NpoBOAUIA.
3acTocyBaHHs XiHiauHy Oyno nos'asaHe 3 nofoBxeHHAM iHTepBany QT Ta B piAKiCHMX BUNaakax — NapoKCU3MarbHOIO LLMYHOUKOBOW Taxikapaieto Tuny «nipyeT». OpHovacHe
3aCTOCyBaHHS (hyKOHA301Ty 3 XiHiAMHOM NpOTUNoKa3aHe (AvB. po3gin «MpoTunokasaHHs»).

EpumpomiyuH: opHoYacHe 3acTOCYBaHHs (hyKOHa30/ly 3 epUTPOMILMHOM MOXe MPU3BOAMTU [0 MiABWLLEHHS PU3NKY KapAiOTOKCUYHOCTI (NogoBkeHHs iHTepeany QT Ta
napoKcu3MarbHoi LUMYHOYKOBOI Taxikapgii Tuny «nipyeT») Ta, sIK Hacnigok, [0 panToBOi KOpoHapHoi cMepTi. OmHoYacHe 3acTocyBaHHs (priykOHa3ony Ta epuUTPOMILMHY
npOoTMNOKa3aHe (AuB. po3gin «poTMnoka3aHHs»).

He pexomeHdyembcs 00HOYacHe 3acmocysaxHs GhyKkoHa30/y ma HuxYe3asHadeHuX nikapcbkux 3acobie.

[anoaHmpuH: hnykoHa3on MOXe CNpUYMHUTK MIABWULLEHHS! KOHLEHTpaLii ranodaHTpuHy B nnasmi KpoBi 3a paxyHok npurHiyeHHs CYP3A4. OgHovacHe 3acTOCyBaHHS LinX
nikapcbkux 3aco6iB NOTEHLLIAHO MOXe NPU3BOANTY A0 NIABULLEHHS PU3NKY PO3BUTKY KApAIOTOKCUYHOCTI (MofoBxeHHs iHTepBany QT, napokcuamarnbHa LyHouKoBa Taxikap/is Tuny
«nipyeT») Ta, Ik HacMigoK, O panToBoi cepLeBoi cMepTi. Tpeba yHukaTi 3acTocyBaHHs KoMBiHaLii L nikapcbkix 3acobis (aue. po3gin « OcobnmBOCTi 3aCTOCyBaHHS»).

CymicHe 3acmocysaHHs1 (h1yKoHa30/1y ma HuUX4e3a3Ha4eHuUX JlikapchKux 3acobig sumazae 0bepexHocmi.

AmiodapoH: oAHOYaCHe 3aCTOCYBaHHS (hNyKOHa301Ty 3 aMiojapoHOM MOXe MpKU3BECTY A0 NOAOBKeHHS iHTepaany QT. Mpyu HeOOXiAHOCTI CyMiCHOTO 3acTOCYBaHHs (rykoHasony Ta
amioaapoHy HeobXigHo A0TpUMYBaTIUCS 06epEXHOCTI, 0COBMBO NpY 3aCTOCYBaHHI hrykoHa3ony y Bucokux ao3ax (800 mr).

CymicHe 3acmocyeaHHs1 (o1yKoHa30/1y ma HuX4e3a3HaqeHuX flikapchbkux 3acobie sumazae 0bepexHocmi ma kopueysarHs 003u.

Bniius iHwux niikapceKux 3acobig Ha gh1yKoHa3o11.

KniHiuHo 3HauyLoro BBy Ha abcopbuito dhnykoHasony npy Aoro nepopanbHOMY 3aCTOCYBaHHI HE MatoTb OAHOYACHUA MPUAOM i, LUMETUAWH, aHTaLmMaw, a TakoxX NpoMeHeBa
Tepanisi yciei finsHkv Tina (Npy nepecapLi KicTKOBOro MO3Ky).

PucbamniyuH: opHoqacHe 3acTocyBaHHs priykoHasony Ta pudpamniLyHy npuasoaunno o 3HukeHHs AUC Ha 25 % Ta ckopodyBano nepiog HanieeuBeaeHHs priykoHasony Ha 20 %.
Tomy Ans naLieHTiB, siki 3aCTOCOBYHTb pychamniLiH, NOTPIGHO PO3rMSHYTY AOLIMbHICTL NIABULLEHHS [O3U (DryKOHA30MY.

idpoxnopomia3ud: y AOCMigKeHH hapMakoKiHETUYHOI B3aeMopii ofHovacHe DaraTokpaTHe 3aCTOCYBaHHS riApOXNopoTiasuay y 30OopoBMX A0DPOBOMbLIB, AKi OTpUMYBamM
cbrykoHa3on, NiABMLLYBao KOHLEHTPaLit0 (hrykoHa30ny B niaami kposi Ha 40 %. Taki napameTpy B3aeMOoaii He BUMaratoTb 3MiH y pexmmi 403yBaHHS hyKoHa301y Ans NaLieHTiB, siki
0[IHOYACHO OTPUMYHOTb CEYOTIHHI 3aCO6M.

Bnnug ¢hnykoHa3omy Ha iHwi nikapcbki 3acobu.

®nykoHason € momipHum iHribiTopom uuToxpomy P450 (CYP) isodepmenty 2C9 1a 3A4. ®rykoHason € noTyxHum iHribitopom isocbepmenty CYP2C19. Ha popatok fio
CnocTepPexyBaHNX/LOKYMEHTaNbHO NIATBEPMHKEHNX B3AEMO/IN, O ONMUCAHI HUXYE, NpU OLHOYACHOMY 3aCTOCYBaHHI 3 (hIlyKOHA30MOM iCHYE PU3VK MIABULLEHHS Y Na3Mi KPOBi
KOHL|eHTpaLliit iHWKX cnonyk, Wwo MeTaboniaytotbes, CYP2CY, CYP2C19 ta CYP3A4. Tomy 3acTocoByBaTi Taki koMbiHaLii npenapaTis noTpibHO 3 06epPexHICTIO; Npu LboMy
HeobXigHO peTenbHO crnocTepiraTi 3a CTaHoM navieHTiB. MpurHivyBarnsHa Aist prykoHasony Ha hepMeHTY 36epiraeTbes NpoTsroM 45 i nicns 10ro 3acTocyBaHHS y 38'513Ky 3 11010
TpVBaN1M nNepiofoM HaniBBUBEAEHHS (AMB. po3ain «[1poTUNoKasaHHs).

AbpoyumuHib: dprykoHason (iHribitop CYP2C19, 2C9, 3A4) ninBuLLyBaB ekcno3uLyito akTUBHOT YacTuHW abpoumTuHiby Ha 155%. Mpu oaHO4YaCHOMY 3aCTOCYBaHHi i3 nykoHa30moM
cnif BigkopurysaTth 403y abpounTuHIOY 3rigHO 3 1010 IHCTPYKLIEH 00 NPHU3HAYEHHS.

AnbtbeHmaHin: ogHo4acHe 3acTocyBaHHs drykoHasony B 403i 400 mr Ta anbtheHTariny B 403i 20 MKI/KT BHYTPILUIHbOBEHHO CYNPOBOAKYETHCS ABOKPATHNM 36iMbLLEHHAM NOKa3HWKa
AUC,, (MoxnnBo, yepes iHribyBaHHs CYP3A4). Lie 3ymoBntoe HEOBXIAHICTb Y KOpUryBaHHi 031 anbdeHTaHiny.

Amimpunmunid, HopmpunmuniH: (GnyKoHa3oNn Nocunioe A0 amiTPUNTUNIHY Ta HOPTPUNTUNIHY. PekoMeHOyeTbCs BUMIpHOBATK KOHLEHTpaLii 5-HopTpunTuniHy Ta/abo
S-amiTpunTuniHy Ha noYaTky KombiHOBaHOI Tepanii Ta Yepes 1 TwxaeHb nicns ii noyatky. Y pasi HeobxigHocTi Tpeba BigkopuryBaTit 103y aMiTPUNTURIHY YK HOPTPUNTUIIHY.
AmcpomepuyuH B: ogHOYacHe 3acTocyBaHHs (hlykoHa3osy Ta amoTepuLmHy B iHikoBaHNM MULLAM i3 HOPManbHWM IMYHITETOM Ta iH(IKOBaHNM MULLAM 3i 3HVKEHUM iMyHITETOM
Npu3Beno A0 Takux PesynbTaTiB: HEBENUKUIA aaUTUBHUI NPOTUTPUOKOBUI edekT Npu cucTemHin iHdekuii C. albicans, BiCyTHICTb B3aEMOAT NPU BHYTPILLHBOYEPENHIlt iHAeKLiT
Cryptococcus neoformans Ta aHTaroHiam ABoX npenapartis Npu cucTemHilt iHdekLii Aspergillus fumigatus. KnitiuHe 3Ha4eHHS Lix pe3ynbTaTis HeBigoMe.

AHMUKOa2ynsiHMU: SIK i NPy 3aCTOCYBaHHI IHLUMX a30MbHINX NpOTUrpuOKoBMX 3acobiB, NpU OAHOYACHOMY 3aCTOCYBaHHI (briykoHa3ony Ta BapapuHy NOBIZOMNSANN NpO BUNaaKM
PO3BMTKY KPOBOTEY (rematoma, HOCOBa KPOBOTEYA, LLMYHKOBO-KMLLUKOBA KPOBOTEYA, remMaTypis Ta MeneHa) Ha Tni NOAOBXeHHs NpoTpoMBiHOBOro yacy. Mpu ogHovacHomy
3acTOCyBaHHi (hrykoHasony Ta BapcapuHy crocTepiranocs ABOKpaTHE MiABMLLEHHSI MPOTPOMGIHOBOrO Yacy, iMOBIPHO, BHACMIZOK NpUrHiYeHHs MeTaboniamy BapdhapuHy Yepe3s
CYP2C9. MNoTpibHO peTenbHO KOHTPOSoBATH MPOTPOMBIHOBMIA Yac Y NaLieHTiB, ik OJHOYACHO 3aCTOCOBYIOTL KyMapUHOBI aHTUKOArynsHTK abo iHgaHAioH. Moxe 6yTn HeobxigHow
KOPEKLiS JO31 @HTUKO@rynsHTY.

BexsodiaseniHu kopomkoi Oii, Hanpuknad, midasonam, mpua3onam: NPU3HAYEHHS ryKoHa3omy nicns NepopanbHOro 3acToCyBaHHA Mifasonamy Npu3BOLMAO A0 3HAYHOMO
NiABULLEHHS KOHLEHTPALT Migasonamy Ta A0 NOCUNEHHs NCMXOMOTOpHUX edbekTiB. OHoYacHe 3acTocyBaHHs dnykoHasony B 4o3i 200 Mr Ta Migasonamy B f03i 7,5 Mr nepopansHo
npuasoguno o nigsuwenHs AUC Ta nepiogy HaniBeuBeeHHs y 3,7 Ta 2,2 pasy BignosigHo. 3actocyBaHHs drykoHasony B fo3i 200 mr/goby Ta 0,25 Mr Tpuasonamy nepopasnsHo
npu3soauno fo nigeuwenHs AUC Ta nepiogy HaniBBuBeaeHHs Tpuasonamy y 4,4 ta 2,3 pasy signosigHo. [pu ogHo4acHOMY 3actocyBaHHi priykoHasony Ta Tpuasonamy
crocTepiranocs noTeHLitBaHHS Ta NPOSoHraLlis edekTiB Tpuasonamy.

FAKWO naLieHTy, sIKUA NPOXOAUTb KYpC NikyBaHHs chiykoHasornom, Tpeba 0fHOYacHO NpuaHauMTK Tepanito GeH3ogiaseniHamm, O3y OCTaHHIX MOTPIGHO 3MEHLNTY Ta BCTAHOBUTH
HanexHW HarnsA 3a CTaHoM naieHTa.

KapbamaseniH: dnykoHason npurHivye metabonisv kapbamaseniHy Ta CipudmMHsie NiABULLEHHS piBHS kapbamaseniHy B cuposaTyi kpoi Ha 30 %. ICHye puank po3BMTKY NposiBiB
TOKCUYHOCTI 3 60Ky kapbamaseniHy. Moxe ByTu HeobXigHUM KOpUryBaHHS [03W kapbamaseniHy 3anexHo Bif piBHS Oro KOHLEHTpaLi Ta gii npenapary.

briokamopu Kanbuiesux KaHasie: Aesiki aHTaroHICTV kanbLito (HideauniH, icpaguniy, amnoauniy, Bepanamin Ta denoguniv) metadonisytotecs epmeHTom CYP3A4. dnykoHason
MOTEHLLIHO MOXE MIABYLLYBATM CUCTEMHY EKCMIO3MLLit0 6rIoKaTOpIB KanbLieBNX kaHaniB. PEKOMeHL0BaHWIA peTENbHMIA MOHITOPUHT LLOAO0 PO3BUTKY MOBIYHUX peakLiil.

Llenexokcub: npu 0fHO4acCHOMY 3acTocyBaHHi thnykoHasony (200 mr Ha foby) Ta Lienekokeuby (200 mr) C,,,taAUC Lienekokenby niasuiLysanncs Ha 68 % ta 134 % signosiaHo. Mpu
O[JHOYACHOMY 3aCTOCYBaHHi Lienekokcnby Ta chnykoHasony moxe 6yTi HeoBXigHUM 3MEHLLEHHS 403V Lienekokcnby BABiYi.

Ljuknogbocghamid: opHouacHe 3acTocyBaHHs Linknodocdamiay Ta dnykoHa3ony npuaBoauTb 40 NiABULLEHHS piBHs BinipyBiHy Ta kpeaTuHiHY B cupoBaTLi kposi. Ll npenapatv MoxHa
3aCTOCOBYBATU OAHOYACHO, BPAXOBYHOUM MOXNMBUIA PU3MK MIABULLEHHS KOHLIEHTPaLi 6inipyBiHy Ta KpeaTWHiHy B CMPOBATLL KPOBI.

®eHmaHin: NoBILOMAANN NPO OAMH NeTanbHU BUNAZ0K BHACAIAOK iHTOKCMKALT (heHTaHINoOM Yepe3 MOXMMBY B3aeMOZII0 Mix (heHTaHinoM Ta gnykoHasonom. ®rykoHa3on 3Ha4yHo
YNOBINbHIOE eNiMiHaLlito heHTaHiny. MigBuLLEHHS KOHLEHTpaLi (heHTaHiNy MoXe NpU3BOAUTW A0 NPUTHIYEHHS AVUXaHHs, TOMy Tpeba peTenbHO KOHTPOMBATYH CTaH navieHTa. Moxe
ByT1 HEODXiZHO KOPEKL|ist BO3N GheHTaHiny.

In2i6imopu T'MI™-KoA-pedykma3u cymicHe 3acTocyBaHHs prykoHasony Ta iHribitopis MI-KoA-pegykTasm, wo metaboniayotecs CYP3A4 (aTopBacTaTuH Ta cumBacTaTtuH), abo
inri6iTopis M -KoA-peaykTasm, wo metabdonisytotbcs CYP2C9 (chnyBactaTvH), 40303aNeXHO MIABULLYE PU3MK PO3BUTKY Mionartii Ta pabAoMioniay (3a paxyHOK 3HWKEHHS
MeTaboniamy CTaTuHy B neviHi). Y pasi HeobXigHOCTi 0AHOYACHOTO 3aCTOCYBAHHS LiX npenaparie noTpibHO peTenbHO CnocTepiraTh 3a NauieHTOM LWOAO BUHUKHEHHS CUMNTOMIB
mionarii Ta pabaomioniay i NPOBOAWTM MOHITOPMHT PIBHS KpeaTHKIHA3W. Y padi 3HAYHOTO NiABMLLEHHS PIBHS KpeaTUHKIHA3M, @ TakoX NPy Nigo3pi Y1 BUSIBREHHI MionaTii/pabaomioniay
3acTocyBaHHs iHribitopis M -KoA-peykTasu noTpibHo npunuHnTY. MoxnnBo, 3HafobnsTbes MeHLLi 403w iHribiTopis 'MI-KoA-peykTaa BignoBigHO 40 IHCTPYKLil Ans Meau4Horo
3aCTOCYBaHHS CTATUHIB.

16pumuni6: nomipHi iHri6iTopn CYP3A4, Taki sk chnykoHason, MigBuLLyioTb KOHLEHTpaLilo i6puTuHiby B nnasmi Ta MOXyTb MiABMLLYBATW PU3NK TOKCUYHOCTI. FKLIO HEMOXITNBO
YHUKHYTW kOMGiHauii npenapartiB, NOTPIGHO 3HU3WTK JO3y iIBpUTKHIOY [0 280 Mr oguH pa3 Ha 4oby 3 METOK NPOAOBKEHHS 3aCTOCYBaHHS iHribiTopa Ta 3abe3neynTn NoCTiltHMIA
KNHIYHWI MOHITOPWHT.

lsakagpmop (okpemo abo 8 kombiHaui 3 npenapamamu mMo2o camo20 mepanesmu4yHO20 K1acy): OLHOYaCHe 3aCTOCyBaHHS iBakadTopy, perynstopa TpaHcMeMOpaHHOT NpOBiAHOCTI
npu mykosicunaosi (CFTR), 3 rigpokcumeTunisakadptopom (M1) 36inbLumno ekcriosuuito iBakadtopy B 3 pasu Ta ekcnosuwito rigpokcumeTunisakadptopy (M1) y 1,9 pasy.

Heo6xigHo 3meHLWTY J03y iBakadhTopa (okpemo abo y komBiHaLLii) 3rigHO 3 Or0 IHCTPYKLLEI AN MEAMYHOTO 3aCTOCYBaHHS (Okpemo abo y komBiHaLyii).

Onanapu6: nomipHi iHribiTopn CYP3A4, Taki sk dhnykoHa3om, NiABMLLYIOTL KOHLIEHTPaLito onanapuby y nnasmi KpoBi; 0QHOYAacHe 3aCTOCYBaHHS He PeKOMEHAYeTbCs. AKLIOo
HEMOXITMBO YHUKHYTYW 3aCTOCYBaHHS Liiei kombiHawii, 403y onanapnby HeobxigHo ameHLwmTn 4o 200 mr fivi Ha Loby.

ImyHocynpecopu (Hanpuknad, YUKIIOCNOPUH, e8eponiMyc, CUPOIMYC i makponiMyc).

LuknocnopuH: (riykoHa3on 3HauHo niasuLLye koHueHTpalito Ta AUC yuknocnopuHy. Mpu ogHodacHOMY 3acTocyBaHHi hnykoHasony y Aosi 200 Mr/poby Ta LMKMOCNOpKHY y A03i
2,7 mr/kr/poby cnoctepiranocs 36insiwenHs AUC yyknocnoputy B 1,8 pasy. Lii npenapaTit MoxHa 3aCTOCOBYBATW OGHOUYACHO 38 YMOBY 3MEHLLEHHS 0311 LIMKMOCTIOPYHY 3aneXHO Bif
110ro KoHLEeHTpaUii.

Eseponimyc: hrykoHa3on MOXe NigBuLLyBaTH KOHLEHTPaLito €BeponiMyCy B CMpOBaTLi KpoBi Yepes npurHiveHHs CYP3A4.

Cuponimyc: hnykoHa3on nigeuLLye KOHLIEHTPALLi0 CMpOniMyCy B Mia3Mi KPOBi, IMOBIPHO, LLSISIXOM NpUrHiYeHHs MeTaboniamy cuponimycy epmeHtom CYP3A4 Ta P-rnikonpoTeiHom.
Lli npenapatv MOXHa 3aCTOCOBYBaTH OAHO4ACHO 33 YMOBM KOPUTYBaHHS 4031 CMPOIIMYCY 3aneXXHO Bif PiBHS KOHLEHTpaLi Ta edekTiB Big npuilomy npenapary.

Takponimyc: hnykoHason Moxe MiaBMLLYBATM KOHLEHTpaLii TakporiMycy B CMpOBaTL KpOBi 40 5 pasiB npw 1oro nepopanbHOMY 3acTOCyBaHHi Yepes NpurHideHHs Metaboniamy
Takponimycy depmentom CYP3A4 y kuweyHnky. Mpu BHYTPILUHBOBEHHOMY 3aCTOCYBaHHI TakpoMiMyCy He CrocTepiranocst 3HauHWUX 3MiH chapMakoKiHeTUKW. MigBULLEHI piBHi
TaKponimMycy acoLitorThCs 3 HepOTOKCUYHICTHO. 103y TakponimMycy A11si nepopanbHOro 3aCTOCYBaHHS MOTPIOHO 3HVXKYBATM 3aMEXHO Bif KOHLIEHTPaLLi TakporiMycy.

Jlo3apmaH: hnykoHa30M NpUrHivye NepeTBOPEHHs No3apTaHy A0 oro akTueHoro meTabonity (E-31 74), 1o 3yMoBIioe Binbluy YaCTUHY aHTaroHiaMy O PELLenTOopiB aHrioTeH3nHy |l
nif Yac 3acTocyBaHHs No3apTaHy. PekoMeHL0BaHO 34iNCHIOBATY NOCTINHUI MOHITOPUHI apTepianbHOro TUCKY B NaLieHTIB.

JlypasudoH: nomipHi iHribiTopn CYP3A4, Taki sk chiykoHas3om, MOXyTb MigBULLYBATW KOHLEHTPALi0 fypasvaoHy B nna3mi KpoBi. FKWO HEMOXIMBO YHWUKHYTW OLHOYACHOrO
3aCTOCYBaHHS, CMif 3MEHLLUTM 403y NYPa3nAOHY, SK 3a3Ha4eHO B Oro IHCTPYKLT NS MEANYHOT0 3aCTOCYBaHHS.

MemadoH: criykoHason Moxe NiABMLLYBaTY KOHLEHTPAL|il0 MeTaZoHy B CupoBaTLi kpoBi. Mpu 0OHOYACHOMY 3aCTOCYBaHHI MeTagoHy Ta riykoHasony Moxe Oy HeobXigHUM
KOpUryBaHHs [JO31 METaAOHY.

HecmepoidHi npomusanansHi npenapamu (HM3M): npu ogHoYacHoMy 3acTocyBaHHi 3 priykoHasonom C,,, Ta AUC crnypbinpodeHy nigsuwlysanucs Ha 23 % Ta 81 % BianosigHo
MOPIBHSAHO 3 BIANOBILHUMY NOKA3HVYKaMW NPy 3aCTOCYBaHHI Tinbky nypbinpoceHy. AHanoriYHo npy 0aHOYACHOMY 3acTOCyBaHHi hnykoHa30my 3 paLeMivHnm ibynpodeHom (400 mr)
C...x TaAUC chapmakonoriyHo akTuBHOrO isomepy S-(+)-ibynpodbeHy niasuiysanucs Ha 15 % 1a 82 % BianoBigHO NOPIBHSAHO 3 BiANOBIAHMMM NOKA3HUKaMM NPU 3aCTOCYBAHHI TiNbK
paLieMivyHoro ibynpodeHy.

®nykoHa30n NOTEHLIMHO 3haTHUA NiABMLLYBaTM CUCTEMHY ekcnosuuito iHwmx HM3M, wo metabonisytotecs CYP2CY (Hanpuknag, HampoKCeHy, NOPHOKCKMKaMy, MENoKCUKamy,
AuknodeHaky). PekomMeHLoBaHO NepioanYHO 34iNCHI0OBAT MOHITOPUHI NOBIYHNX peakLili Ta TOKCMYHIX NPOosiBiB, NoB's3aHux i3 HM3M. Moxe 3HagobuTucs kopurysanHs gosu HM3IM.
®eHimoiH: chnykoHason npurHivyye metaboniam deHiToiHy B neviHui. OpHovacHe baratopasose 3acTtocyBaHHs 200 Mr oriykoHasony Ta 250 Mr (peHITOIHY BHYTPILUHBOBEHHO
npu3soauTb 4o nigsuieHHs AUC,, cheHiToiy Ha 75 % Ta C,;,Ha 128 %. Mpu ogHOYacHOMY 3aCTOCYBaHHI LiX fikapcbkix 3acobiB NOTPIGHO NPOBOANUTM MOHITOPMHT KOHLIEHTPALLi
(beHITOIHY B CMPOBATLL KPOBI 4151 YHUKHEHHS PO3BUTKY TOKCUYHOI Aji hEHITOIHY.

[pedHi3oH: NOBIOMAANN NPO BUNAZOK, KOMW Y NaLieHTa Nicns TpaHCNaHTawji neyiHky Ha TNi 3aCTOCyBaHHS NPeaHi30Hy PO3BUHYACA rocTpa HeJoCTaTHICTb KOPU HaAHUPKOBUX
3an03, L0 BUHUKNA NICMS NPUMUHEHHS! TPUMICAYHOTO Kypcy Tepanii chnykoHa3onoM. MpunuHeHHs 3acTocyBaHHs (hyKOHA301y, AMOBIPHO, CIPUMMHINO MOCUIEHHS! aKTUBHOCTI
CYP3A4, 1110 npu3Beno [0 NPUCKOPEHHS MeTaboniamMy NpeaHi3oHy. Crig peTensHO CTEXUTY 3a naLlieHTamu, siki IPOTAroM TPUBAOro Yacy OfHOYACHO 3aCTOCOBYHOTL (hNyKOHa30mM Ta
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NPeLHI30H, 3 METOI0 MONepemKeHHs PO3BITKY HEAOCTATHOCTI KOPW HAHUPKOBMX 3ar103 NICNS NPUMUHEHHS 3aCTOCYBaHHA PryKOHa30ny.

Puchabymun: driykoHa3on nigsuLLye KoHLEHTpaLito pudabyTiHy B cupoBaTLi KpOBi, Lo Npr3soauTb Ao 3binbeHHs AUC pudabyTiHy 8o 80 %. Mpu ogHoYacHoMy 3acToCyBaHHi
cbnykoHasony Ta puchabyTrHy NOBIAOMASNOCS NPO BUNAAKM PO3BUTOK yBEITY. [pu 3acTocyBaHHi Takoi kombiHaLii nikapcbkix 3acobiB noTpiOHO BpaTi 40 yBar CUMMTOMM TOKCUYHOI
i puchabyTuHy.

CaksiHasip: nykoHason nigeuisye AUC Ta C,,, cakBiHasipy npubnmaHo Ha 50 % Ta 55 % BignosigHo Yepes npurHiyeHHs Metaboniamy caksiHasipy B neviHui dpepmeHTom CYP3A4 ta
yepe3 iHribyBaHHs P-rmikonpoteiHy. Baaemogii Mix rykoHa3onom Ta caksiHaBipOM/pUTOHABIPOM He AOCTIMKXyBanu, TOMy BOHU MOXYTb 6yTi Ginblu BupaxeHumu. Moxe ByTu
HeoOXigHMM KOpUryBaHHs 4031 CaKBIHABIpY.

[MoxiOHi cyrbghoHinCe408UHU: OBHOYACHE 3aCTOCYBaHHs (hryKOHa30ny 3 NepopanbHUMK NOXIAHMMK CyNbGOHINCE4YOBUHY (Xnopnponamig, rnibeHknamia, rninisug ta Tonbytamia)
NpU3BOAMIO A0 MPONOHTYBaHHA nepiofy iX HaniBBUBEAEHHS. PeKoMeHOyeTbCs NPOBOAUTI YacTUI KOHTPOSb LiKpY B KPOBI Ta BIAMOBIAHAM YMHOM 3HUXYBATW [O3Y MOXIOHUX
CYNbOHINCEYOBINHM NPX OAHOYACHOMY 3aCTOCYBaHHI 3 PryKOHA30MOM.

TeocpiniH: 3actocyBaHHs dnykoHasony no 200 Mr npoTsirom 14 AHiB NpU3BENo 4O 3HWKEHHS CepefHboro KripeHey TeodiniHy y nnaami kposi Ha 18 %. 3a nauieHTamu, siki
3aCTOCOBY0Tb TEOMINiH Y BUCOKMX A03ax abo siki MaloTb MiABULLEHWI PU3KK PO3BUTKY TOKCUYHUX NPOSBIB Te0iniHy 3 iHWWX NpuuuH, Tpeba BCTaHOBUTW HArnsA LWOAO BUSBIIEHHS
03HaK PO3BMTKY TOKCUYHOI Aji TeodiniHy. Tepanito NoTpibHO 3MIHUTY NPy NOSIBi 03HAK TOKCMYHOCTI.

Togayumuni6: BB ToaumMTIHIOY 3pocTae Mpu OFHOYACHOMY 3aCTOCYBaHHI 3 MikapchkiMu 3acobamu, siki MpU3BOAATL 40 MOMipHOro iHribyBaHHs CYP3A4 Ta noTyxHOro
iHribyBaHHs CYP2C19 (Hanpuknag dnykoHason). ToMy pekoMeHA0BaHO 3HU3WTY A03y TodauuTuHiOy 10 5 MroaumH pa3 Ha 400y B komBiHaLlisix i3 Lumu npenapatamu.

TonganmaH: ekcno3uuis TonsanTtaHy (cybctpaty CYP3A4) sHauHo 36inbLuyeTbes (200% AUC; 80% C.,,) pv 10ro 04HOYACHOMY 3aCTOCYBaHHi 3 hyKOHa30510M (MOMipHMIA iHribiTop
CYP3A4), Ta, BiONOBIAHO, 3pOCTaE PU3NK BUHUKHEHHSI Takux MOGIYHMX peakUii sik MOCWrEeHHs Aiypesy, 3HEBOAHEHHS i roCTpa HUPKOBa HELOCTATHICTb. Y pasi 0AHOYACHOrO
3aCTOCyBaHHS, 403a ToNBanTaHy NoBWHHA ByTV 3MEHLLIEHa BiAMOBIAHO 40 MOT0 IHCTPYKLT, a 3a navjieHToM NoTPiGHO cnocTepiraTit LA NOsiBY NOBIYHUX peakLiil.

Ankanoidu bapsiHKy: dhnykoHa3on, iMoBIpHO, Yepes iHribyBaHHs CYP3A4 Moxe CnpuinHATY NiABULLEHHS KOHLEHTPaLLiT ankanoiais 6apsiHKy B nnaami kpoBi (HaNpuKNag, BIHKPUCTUHY
Ta BIHONACTMHY), L0 NPU3BOAMTL 10 PO3BUTKY HEMPOTOKCUYHIX €CDEKTIB.

Bimamit A: noBinoMnsny, WO y navjieHTa, kil OfHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCTOTY (KMCMOTHa dhopma BiTamiHy A) Ta chnykoHasor, cnoctepiranics nobiuHi peakLii 3
6oky LIHC y dhopmi nceBAoTyMOpY ronoBHOMO MO3KY, L0 3HUK Nicnst BigMiHu chnykoHasony. Lli nikapcbki 3acobn MoxHa 3acTOCOBYBaTH OfHOYACHO, ane Tpeba nam'saTaTit Npo prsmk
BUHUKHEHHS MOBIYHMX peakuii 3 6oky LIHC.

Bopukonason (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): opHo4acHe 3aCTocyBaHHs BOPUKOHa30my nepoparbHo (o 400 mr koxHi 12 roguH npotsirom 1 Hs, noTim no 200 Mr KoxHi
12 roguH npotsrom 2,5 aHst Ta chnykoHasony nepopanbHo (400 mry neplumi feHb, noTim no 200 Mr KoxHi 24 roguHv npoTaroM 4 aHie) npuaseno Ao nigsuienHs C.., 1a AUC,
BOpUKOHa3ony B cepeaHbomMy A0 57 % (90 % [il: 20 %, 107 %) Ta 79 % (90 % [I: 40 %, 128 %) BianosiaHo. Hesigomo, 4v Npr3BOANTL 3HUKEHHS 1031 Ta/abo YacTOTH 3aCTOCYBaHHS
BOpUKOHa3omy abo thnykoHa3ony A0 YCyHeHHs Takoro ecbekTy. Mpu 3aCTOCyBaHHi BOPUKOHA30My nicns hnykoHa3osy NoTpibHO NPOBOAWTY CMOCTEPEXEHHS LLIOAO0 PO3BUTKY MOBIYHMX
e(hekTiB, acoL|in0BaHwX i3 BOPUKOHA30MOM.

3udosyduH: nykoHason nigsuwye C., Ta AUC 3aupoByauHy Ha 84 % Ta 74 % BIONOBIOHO, WO 3yMOBMEHO 3HWKEHHSM KMipEHCY 3vMA0BYAMHY NpubnusHo Ha 45 % npw oro
nepopanbHoMy 3acTocyBaHHi. [epio HaniBBMUBEAEHHS 3uLOBYAMHY GYB Takox NoOJOBXeHUA NprubnuaHo Ha 128 % nicns 3acTocyBaHHs kombiHaLi hnykoHa3ony Ta 3ugoByauHy. 3a
navjieHTamu, ki 3aCTOCOBYHOTb Taky kombiHaLito nikapcbkux 3acobis, NOTPiIGHO cnocTepiraTit LWoao po3BUTKY MOBIYHMX peakLiii, NoB'A3aHuX i3 3acToCyBaHHAM 3ugoByanHy. MoxHa
PO3IMAHYTU AOLMBHICTb 3HKEHHS 403U 3UA0BYANHY.

A3UMpPOMIYUH: NP OAHOYACHOMY MepoparnbHOMY Pa3oBOMY 3aCTOCYBAHHI a3WTpOMiLMHYy Ta nykoHasony B gosax 1200 mr ta 800 mr BigNOBIAHO, XOAHWX 3HAYYLMX
(hapMaKoKiHETUHIX B3aEMOZiH BUSIBNIEHO He Byro.

MepopanbHi KoHMpauenmueu: NpW 3acToCyBaHHi (hnykoHasony B fo3i 50 Mr BNAMBY Ha piBeHb rOPMOHIB He 6yno, TOAI sik Npy 3acTocyBaHHi dnykoHasorny B Ao3i 200 Mr Ha Aoby
cnocTepiranocs 36inbwenHs AUC etuninectpagiony Ha 40 % Ta neoHoprecTpeny — Ha 24 %. Lle cBigunTb npo Te, Lo Garatopa3oBe 3aCTOCYBaHHS (ryKOHa30My B 3a3Ha4eHNX
[03ax HaBPsiZ YW MOKe BMNMBATL Ha ePEKTUBHICTL KOMBIHOBAHOTO NepoparbHOro KOHTpaLEenTBa.

Oco6nusocmi3acmocysaHHsl.

Lepmamocpimis. Bigomo, 110 npm 3acTocyBaHHi (hykoHa30my Ans nikyBaHHsS AepMaTodiTii y AiTel 0CTaHHIi He nepeBuLLYe rpu3e0dynbBiH 3a eGheKTUBHICTIO i 3aranbHuii MOKasHUK
eheKTUBHOCTI CTaHoBUTL MeHLLUe 20 %. Tomy dhnykoHa301 He MOXHa 3aCTOCOBYBATY ANs NikyBaHHs AepMaTodiTil.

Kpunmokoko3. [Jokasis echekTBHOCTI chriykoHa3ony Ans nikyBaHHS KPUNTOKOKO3Y iHLLMX JTOKanisawii (Hanpuknag, NereHeBoro KpUNTOKOKO3Y Ta KPUMTOKOKO3Y LUKIpU) HEAOCTATHLO,
TOMY pekOMeHAaLlif oA A030BOr0 PeXUMY Ans NikyBaHHS TakuX 3aXBOPHOBaHL HEMae.

[nuboki eHOemiyHi miko3u. [lokasiB eeKTMBHOCTI priykoHasony Ans NiKyBaHHS iHWMX OPM EHAEMIYHMX MIKO3IB, TaKMX SIK NapakoKUWAIOiAOMiKo3, ricTonnasMos Ta LUKipHO-
niMaTUYHUA CNOPOTPUX03, HEAOCTATHLO, TOMY PEKOMEH/ALIi LL0A0 A030BOr0 PEXUMY A4S MiKyBaHHS TaK1X 3aXBOPIOBaHb HEMAE.

Hupkoga cucmema. MNavjieHTam i3 nopyLUeHHAM (YHKLi HUPOK Npenapart NoTpiBHO 3acTOCOBYBaTH 3 0BepeXxHICTHO (AnB. po3gin «Cnocib 3acTocyBaHHS Ta 403Ny).

HedocmamHicmb HadHUPKO8UX 3ar103. KeTOKOHa30m, Sk BiloMO, CTIPUYMHSE HE[OCTATHICTb HAAHMPKOBIX 3aM03, | Lie TaKoX MOXe CTOCYBaTHCS (ryKoHa30My, X04a CnocTepiracTbes
pigko. HemocTaTHiCTb HAagHMPKOBKX 3ar03, NoB's3aHa 3 OAHOYACHUM NikyBaHHAM MpeaHI30HOM, OnucaHa Y nigpo3aini Bniaug ghiykoHasony Ha iHwi mikapchbki 3acobu po3ainy
«B3aemopist 3 iHLMMM NikapcbKMMM 3acobamu Ta iHLLi BUAYM B3aEMOZIN.

lenamobiniapHa cucmema. MallieHTam i3 NOpYLUEHHSIM (PYHKLil neviHkv npenapat noTpibHO 3acTocoByBaTU 3 0OEPEXHICTIO. 3acToCcyBaHHA (hrykoHasony acoiisanocs 3
BUHWUKHEHHSAM PigKiCHUX BUNAAKIB PO3BMTKY TSHKKOI renaToOTOKCUYHOCTI, BKIKOYAK0YN NeTanbHi BUNaaKW, rofoBHAM YYHOM Y NaLiEHTIB i3 TXKMMM OCHOBHWUMI 3aXBOPHOBaHHAMM. Y
BMMaAKax, KON PO3BMTOK remaTOTOKCMYHOCTI acoLjjloBaBCS i3 3aCTOCYBaHHAM hrykoHasony, He Byno BiA3HayeHo ii ABHOI 3anexHOCTi Bia 3aranbHoi 4060Boi [03n npenaparty,
TpWBanocTi Tepanii, cTaTi abo Biky navieHTa. 3a3Bi4ail renaToTOKCUYHICTb, CpUYMHEHa GhyKoHa30510M, 060p0THa, a i MPOsIBI 3HWKAKTB MICNS NPUNMHEHHS Tepanii.

3a nauieHTamu, y Skux Npu 3acTOCyBaHHi hnykoHa30My CNOCTEPIralnTbCs BiAXUNEHHs pe3ynbTaTia (yHKLiOHanbHUX Npob nevyiHki, NOTPIBHO BCTAHOBUTY PeTENbHMIA HArnAA WoAo
PO3BUTKY GiNbLL THKKOTO YpaxeHHs NeviHku.

[NauiexHTiB Tpeba npoiHhopMyBaTH NPO CUMNTOMM, IO MOXYTb CBIZYMTU MPO CEPWNO3HWN BMAMB Ha MEYiHKY (BMpaXeHa acTeHisi, aHOpeKcis, NocTiiHa HyaoTa, OnioBaHHs Ta
XOBTSHULA). Y Takomy pasi 3aCTOCyBaHHS (hrykoHa30mny noTPibHO HerainHo NPUNUHINTY Ta MPOKOHCY bTYBATMCS 3 NiKapeM.

Cepueso-cyduHHa cucmema. [lesiki a3onu, 3okpema it hriykoHasor, acoLiolTbes 3 NOAOBXeHHAM iHTepBany QT Ha enekTpokapaiorpami. PrykoHason CNpUYMHSE NOLOBKEHHS
inTepeany QT LNsAXOM iHribyBaHHS CTPYMY iOHIB Yepes kanieBi kaHanu BHyTPilLHbOro BUNpsaMneHHs (Ikr). MogoexeHHs iHTepeany QT, CNpUYMHEHE iHLWMMM fikapCbKiMmM 3acobamm
(Takvmu ik amioiapoH), MOXE NocuioBaTUCS BHACTIAOK iHribyBaHHs depmeHTy CYP3A4 uutoxpomy P450. Mosinomnsnu npo Ayxe piakicHi Bunaaku nogoBxerHs inTepsany QT Ta
napoKcK13ManbHOI LLYHOYKOBOI Taxikapaii Tuny «nipyeT» npu 3acTocyBaHHi pnykoHasony. Taki NOBIAOMNEHHS CTOCYBaNMCS NaLiEHTIB i3 TSXKKMMI 3aXBOPHOBAHHAMM NpY MOEAHAHHI
BaraTbox hakTopiB PU3MKY, TakUMU SIK CTPYKTYPHI 3aXBOPHOBAHHS CEPLIS, NOPYLLEHHS eNeKTPONITHOr0 0OMiHY Ta 0AHOYACHE 3aCTOCYBaHHS iHLLNX NikapCbkux 3acobiB, L0 BNNMBATL
Ha iHTepan QT. MauieHT 3 rinokamiemielo Ta TSHKKOIO CEPLIEBOI HEAOCTATHICTIO MaloTb MIABULLEHWI PU3MK BUHWUKHEHHS KWUTTEBO HEBGE3NEYHMX LUMYHOUKOBUX apuTMill Ta
napoKcKU3MarnbHOI LUMYHOUKOBOI Taxikapii Tuny «nipyeT».

®nykoHason Tpeba 3 06epEXHICTIO 3aCTOCOBYBATY NaLliEHTaM i3 pU3VKOM po3BUTKY apuTMili. OfHOYaCHE 3aCTOCYBaHHS Pa3oM i3 NikapcbkiMm 3acobamu, Lo MPOOHIy0Th iHTEpBan
QTc ta meTabonisytoTbes 3a fonomoroto depmeHTy CYP3A4 uutoxpomy P450, npoTunokasaHe (auB. po3ainu «MpoTunokasanHs» Ta «Baaemogis 3 iHWwmmy nikapcbkumy 3acobamm
Ta iHLLi BUAM B3AEMOLIiY).

TanoghaHmpun. FanodanTpuH € cydcTpatom dhepmenTy CYP3A4 i nponoHrye iHTepan QTc npu 3acToCyBaHHi y pekoMeHA0BaHUX TepaneBTUYHIUX Ao3ax. OfHOYaCHe 3aCTOCyBaHHS
ranocaHTprHy Ta rykoHa3omny He pekOMeHAYETLCA (AUB. po3ain «Baaemoais 3 iHLWMMM NikapCbkMm 3acobamu Ta iHLLI BUAW B3AEMOINY).

LepmamonoeiqHi peakyii. Mig Yac 3actocyBaHHs hnykoHa3ony pigko NoBifOMISNOCS NPO PO3BUTOK Takux ekcchoniaTUBHUX LKIPHIUX peakLilt ik cuHapom CTieHca — [KOHCOHa Ta
TOKCMYHWIA enigepmanbHIi Hekponia. MoBigoMIsAnM Npo MeanKaMEHTO3HY peakLito 3 eoauHodinieto i cucTemHumm nposisamn (DRESS). MauieHTw, xsopi Ha CHIZ, 6inbl cxunbHi 4o
PO3BMTKY TSXKKUX LUKIDHWX peakLili npyu 3actocyBaHHi baraTbox nikapcbkux 3acobiB. AKLLO Y nalieHTa 3 NoBepXHEBO rPUBKOBOI iHAEKLiEID 3'ABAAIOTLCS BACNAHHS, L0 MOXHA
MoB'A3aT i3 3aCTOCYBaHHAM (hriykOHa30my, NofarbLUe 3acToCyBaHHs npenapaty Tpeba npunuHUTY. SAKLLO Y naLieHTa 3 iHBa3WBHOK/CUCTEMHOK IPUBKOBO iHAEKLIEH 3'ABNSIOTHCA
BMCWNAHHS Ha LLUKipi, 3a 1010 CTaHOM NOTPIGHO peTenbHO cnocTepirati, a y pasi po3BuTKy 6ynbo3HNX BUCKNaHb abo MynbTUGOPMHOI epUTEMM 3aCTOCYBaHHS (hITyKOHa301My NOTPIOHO
MPUMUHATY.

Finepyymnugicme. Y pigKicHUX BMNaaKkax NoBiAOMMISANM PO PO3BUTOK aHatinakTUYHUX peakLiit (4nB. po3ain «MpoT1nokasaHHs»).

Lumoxpom P450. ®nykoHason € nomipHum iHribitopom pepmentis CYP2C9 Ta CYP3A4. Takox chykoHa3on € nomipHuM iHribitopom dpepmenty CYP2C19. Tpeba cnocTepiratv 3a
CTaHOM NaLieHTiB, SiKi OAHOYACHO 3aCTOCOBYOTb (hYKOHA30M Ta npenapaTit 3 By3bkiM TepaneBTUYHNM BiKHOM, LU0 MeTabonisytoTbes 3 yyactio CYP2C9, CYP2C19 1a CYP3A4 (auB.
po3ain «B3aemopis 3 iHWWMK NikapcbKMM 3acobamm Ta iHLLI BUAW B3aEMOLI»).

TepcheHaduH. MoTpiBHO peTenbHO CrnocTepiraTv 3a CTaHOM NaLjieHTa Npy 0AHOYACHOMY 3acTOCyBaHHi TepdeHaauHy Ta nykoHasony B Ao3i MeHLe 400 mr Ha goby (avs. poaginu
«MpoTunokasaHHs» Ta «B3aemMogist 3 iHWMMM NikapCbkiMm 3ac06amu Ta iHLLI BUAK B3aEMOZM»).

KarHdudos. [JocnimkeHHs nokasanu 3pocTaHHs noLumpeHocTi iHdekwin Buay Candida, BigmiHHux Big C. albicans. BoHu 4acTo € npupoaHo peanucteHTHUMK (Hanpuknag, C. kruseita C.
auris) abo AeMOHCTPYHOTb 3HIKEHY YYTIMBICTb A0 driykoHasony (C. glabrata). Taki iHdekuii MoxyTb noTpebyBaT anbTepHaTUBHOI NPOTUrPUBKOBOI Tepanii Yepes HeedeKTUBHICTL
nikyBaHHs1. TOMy pekoMeHayeTbCs BpaxoByBaTy NOLMPEHICTb PE3NCTEHTHOCTI pisHKX BUaiB Candida fo dhnykoHasony.

LlonomixHi pe4oguHu.

[Mpenapat MiCTUTb NaKTo3y. FAKLO y NavieHTa BCTaHOBMIEHA HENEPEHOCUMICTb AESIKMX LIyKpiB, Tpeba MPOKOHCYbTYBATMCA 3 NiKapeM, NepLL HixX NpUAMaTK Liei nikapcbkui 3acid.
Opa TabrieTka nikapcbkoro 3acoby PyLmc’ MicTUTL MeHLLe 1 MMorb HaTpito (23 Mr), TOBTO npenapart NPakTUYHO BifbHIA Bid HATPIIO.

3acmocysarHs y nepiod eazimHocmi abo 200ygaHHs 2pydoro.

BaaimHicm.

3a gaHumun 06cepBaLLifnHoOro AOCHIMKEHHS, ICHYE NIABULLEHMIA PU3MK CMOHTAHHOr0 aBOopTY Y JKIHOK, Siki OTPUMYBany (riykoHa30 NPOTArOM NEPLLOro TPUMECTPY BariTHOCTI.

[laHi WWoA0 KiNbKOX TUCAY BariTHIX XIHOK, SiKi OTPUMYyBanu NikyBaHHs hnyKoHa301oM Y KyMynsTUBHIN A03i < 150 Mry nepLuoMy TPUMECTPI, LEMOHCTPYIOTb BIACYTHICTb 3pOCTaHHS!
3aranbHoro puanky Baf po3BUTKY Nnody. B ogHOMY BENMKOMY CMOCTEPEXHOMY KOrOPTHOMY AOCHIMKEHH nepopasnbHe 3acTocyBaHHs (briykoHasorny B nepLioMy TpumecTpi Byrno
noB'si3aHe 3 HEBENMWKIM NIABULLEHUM PU3NKOM Baj PO3BMTKY CKEMETHO-M'A30BOI CUCTEMN, LLO BignoBiaae npubnuaHo 1 gopatkosomy Bunagky Ha 1000 xiHoK, ki oTpuMyBanm
KyMynsiTUBHI 103n < 450 mr, MOPIBHSIHO 3 XiHKamu, siki OTpUMyBanu a3onu MicLieBoi Aii, i npnbnuaHo 4 gopatkosuM Bunagkam Ha 1000 XiHOK, siki OTpUMyBamnu KyMynsiTUBHI 403K
6inbLue 450 Mr. CkopuroaHmii BigHOCHWI puaik cTaHoBmB 1,29 (95 % [I: 1,05-1,58) ans nosu dnykoHasony 150 mr nepopansHo 1a 1,98 (95 % Al: 1,23-3,17) ans o3 dpnykoHasony
6inblue 450 mr.

[NoBigOMNANOCA NPO YMCENbHI BPOMKEHI NaTonorii y HOBOHAPOMKEHNX (BKMtoYatoum Gpaxiyedanito, Ancnnasito BYLWHOI pakoBWHMW, HaaMipHe 30inbLUEHHS NepeaHboro TiM'AYKa,
BUKPUBMEHHS CTErHa, NNEYONPOMEHEBUI CUHOCTO3), MaTepi SIKUX NpuiAMany BUCOK 4o3u crykoHasony (400-800 mr/noby) npoTsirom npuHaimHi Tpbox abo Binblue Micauis ans
NiKyBaHHS KOKLMAI0IA03Y. 3B'A30K MiX 3aCTOCYBaHHAM (hTyKOHa301y Ta MMM BUNaaKaM1 He BUSHAYEHUIA.

[ocnigxeHHs Ha TBapUHaX NPOAEMOHCTPYBaNN PenpOLyKTUBHY TOKCUYHICTb.

MMicns 3acTocyBaHHs OfHOPA30BOI 4031 ab0 NPUMUHEHHS KypCy NikyBaHHS NEpes HaCTaHHSAM BariTHOCTI PEKOMEHAYETLCS Nepiof BUBEAEHHS TPUBANICTIO BNn3bko 1 TKHS (Lo
Bignosinae 5-6 nepiogam HaniBBNUBEAEHHS).

He cnig 3acTocoByBaTy 3B14aitHi 4031 (hyKOHa30My Ta KOPOTKOTPKBANi Kypcy NikyBaHHS (riyKOHa30MoM Y nepiof BariTHOCTI, 38 BUHSTKOM KpaliHboi HeoOXigHOCTI.

He cnip 3actocoByBaTty BUCOKi A031 priykoHa3omy Ta/abo TpuBani kypew nikyBaHHs (riykoHa3omoM y nepiog BariTHOCTI, 38 BUHATKOM JTiKyBaHHS! iHGDEKLLM, L0 MOXYTb 3arpoxyBaTty
KATTIO.

['odysaHHs 2pydoro.

®nykoHa30M NPOHMKAE Y rPYAHE MOMOKO Ta focsirae KOHLEHTpaLii nogibHoi o piBHs y nna3mi kposi (AuB. po3gin «PapmakokiHeTVKay). [omyBaHHs rpyaat MOXHa NPOAOBXKyBaTH
nicns pa3oBoro 3acToCyBaHHA 3BMYalHOI 4031 priyKOHa301y, LU0 CTaHOBMTb 150 Mr.

["opyBaTV rpyLato He pekOMeHAYETLCS Npu HaraTopa3oBOMyY 3aCTOCYBaHHi priykoHa3ony abo Npu 3acTocyBaHHi BUCOKIX 403 hyKoHa301y.

Cnia OLHXTY KOPUCTb FOAYBAHHA FPYAI0 AN PO3BUTKY i 30POB'A AUTUHY, @ TaKOX KNiHiYHy NoTpeBy MaTepi y npenapati ®yumc® | Byab-aki NOTEHLHI NoBiuHi edbekTn Npenaparty
®yuuc® abo OCHOBHOTO 3aXBOPHOBAHHS MaTepi AN AUTUHIA, IKa OTPUMYE FPYAHE BUTOZ0BYBAHHS.

GepmurbHicme.

®nyKoHa30n He BNNMBaB Ha PEPTUILHICTb CaMLIiB Ta CAMOK LLYPIB.

30amuicmb gnusamu Ha weudkicms peakyii npu kepysaxHi asmompaHcnopmom abo iHWUMU MeXaHi3Mamu.

[JocnigxeHb BNBY (hnykoHa3ony Ha 3aaTHICTb kepyBaTy @BTOTPAHCTOPTOM ab0 NpaLioBaTh 3 iHLLIMMU MEXaHI3Mamu He MPOBOAMITN.

[NavieHTie noTpibHO NoiH(OpPMyBaTW NPO MOXIMBICTL PO3BMTKY 3anaMmopoyeHHs abo cyaom (auB. poagin «[obiuHi peakuii») nig Yac 3acTocoByBaHHs npenapary. [Mpu po3BUTKY Takux
CUMMNTOMIB HE PEKOMEHAYETLCS KepyBaT/ aBTOTPAHCTOPTOM ab0 NpaLioBaTH 3 iHLLIMMU MEXaHI3Mamu.

Cnoci6 3acmocyeaHHsi ma do3u.
[Mpenapat 3actocoByBaTh nepoparbHO. Mpuilom Npenapaty He 3anexuTb Bif Npuinomy ixi.
[oboBa fo3a chnykoHas3ony 3anexunTb Big BUAY Ta TSHKKOCTI rpubkoBoi iHdekwii. Mpu HeobxigHoCTi GaraTopasoBoro 3acTocyBaHHS Mpenapaty MikyBaHHS iH(eKLili noTpibHO
NPOZOBXYBATM 10 3HMKHEHHS KMiHIYHMX Ta NabopaTopHUX NPOSIBIB aKTUBHOCTI rpuBKOBOI iHAeKLii. HegocTaTHs TpuBanicThb NikyBaHHS MOXE NPU3BECTU A0 BiAHOBMEHHS aKTBHOMO
iHdbeKLUiHoro npouecy.

opociii.
Kpunmokoko3.
— JlikyBaHHS KPUMTOKOKOBOTO MEHIHTiTY: HaBaHTaxyBanbHa Ao3a cTaHoBuTb 400 Mry 1- AeHb. MigTpumytoya gosa — 200-400 mr oanH pas Ha foBy. TpusanicTb NikyBaHHs 3a3Buyail
CTaHOBWTb LOHANMEHLLE 6-8 TUXKHIB. Mpu iHEKLisX, L0 3arpoXyIoTh KUTTHO, L060BY [03y MOXHa 36inbLUMTM A0 800 Mr.
- MigTpumytoya Tepanis Ans NoNepemMKeHHs PELUANBY KPUMTOKOKOBOIO MEHIHTITY B MALiEHTIB i3 BUCOKUM PU3MKOM MOTO PO3BMTKY: peKoMeHAoBaHa [o3a npenapaty CTaHOBUTb
200 mr oauH pa3 Ha Aoby NpoTAroM He0BMEXEHOrO Yacy.
Kokyudioidomikos. PexomeHaoBaHa go3a ctaHoButb 200-400 mr oguH pas Ha Aoby. TpueanicTb NikyBaHHs cTaHOBUTL 11-24 micsuyi abo A0BLUE 3anexHO Bi CTaHy navieHTa. [ins
nikyBaHHs Aesikinx opM iHeKLii, a 0cobnmBo Ans NikyBaHHS MEHIHTITY, MOXe ByTv AoLinbHUM 3acTocyBaHHs 403w 800 Mr oauH pas Ha Aoby.
IHea3usHi kaHOUOO3u. HaBaHTaxyBanbHa fo3a ctaHoBNTb 800 Mry 1-i aeHb. MigTpumytoda fosa — 400 Mr oamnH pas Ha foby. 3aseuyai pekoMeHa0BaHa TPUBArICTb JliKyBaHHS
kaHAMAeMii CTaHOBMTb 2 TWXHI NiCNst NePLUMX HeraTMBHUX pe3ynbTaTiB NOCiBY KPOBi Ta 3HUKHEHHS 03HAK | CUMNTOMIB KaHANAEMIl.
KaHOudo3 cnu308ux 060710HOK.
—KaHanpo3 poTornoTki: HaBaHTaxyBanbHa Ao3a cTaHoBuTs 200-400 Mry 1-7 aeHb, nigTpumytoda fo3a — 100-200 mr oauH pa3 Ha fo6y. TpreanicTb nikyBaHHs CTaHOBUTL 7—21 AeHb
([0 mocsirHeHHs pemicii), ane moxe byTv 30inbLUeHa 415 NALEHTIB i3 TXXKUM iMyHoLediLMTOM.
— KaHpupos ctpaBoxogy: HaBaHTaxyBanbHa fo3a ctaHoBuTtb 200-400 mry 1-it geHb, nigTpumytoda gosa — 100-200 mr oguH pas Ha goby. TpusanicTb nikyBaHHs CTAHOBUTb
14-30 aHiB (B0 AOCATHEHHS pemicii), ane Moxe ByTv 3BinbLueHa Ans NauieHTiB i3 THKKUM iMyHoZedILUTOM.
- Kanamaypis: pekomeHgosaHa fo3a craHoBuTb 200400 Mr oguH pas Ha goby npotsarom 7-21 gHs. [1ns nayieHTis i3 TSkM iMyHoaediLMTOM TpuBanicTb nikyBaHHs Moxe byTu
30inblueHa.
— XpOHIYHNN aTpOdhivHMIA KaHAMAO3: PEKOMEH0BaHa j03a CTaHOBUTbL 50 Mr oauH pa3 4oby npoTsrom 14 aHis.
— XpOHIYHMI1 KaHOMAO3 LLKIPK Ta CNM30BIX 0BONOHOK: pekoMeHAoBaHa 403a cTaHoBuTb 50—100 mMr oauH pa3 Ha foby. TpuBanicTb nikyBaHHs CTaHOBIUTb [0 28 AHiB, ane Moxe 6yTu

36inbLUeHa 3anekHO Bif TSXKKOCTI Ta BUAY iHeKLii 260 Npu 3HKEHHI IMYHITETY.

MonepedxeHHs peyudusy KaHOUA03Y criu308ux 060TOHOK y nauieHmis 3 BT, ski Matome 8UCOKUL pu3UK 020 pO38UMKY.

—KaHanaos poTornoTku, kKaHana03 CTPaBoXofY: pekomeHgoBaHa fo3a ctaHoBuTb100-200 mr oguH pas Ha oby abo 200 mr 3 paau Ha TwkaeHb. TpuBanicTb nikyBaHHs HeOOMexXeHa
ANS NaLieHTIB i3 NPUTHIHEHNM IMYHITETOM.

Mpocpinakmuka kaHOUAO3HUX iHGbeKyill y nauyieHmig i3 mpusasnok HelimponeHieto. PekomergoBaHa ao3a craHoBuTb 200—400 Mr oguH pa3 Ha Aoby. JlikyBaHHs NoTPiGHO po3noymHaTy
3a Kinbka AHiB 10 04iKyBaHOT0 PO3BUTKY HEIATPONEHT Ta NPOAOBXYBATI MPOTArOM 7 HIB NiCNA NiABMLLEHHS KINbKOCTi HelTpodinia noHaa 1000/mw’.

[eHimanbHi kaHOUOO3U.

— ocTpuii BariHanbHWiA KaHAMA03, KAHAMLO3HWA BanaHiT: pekoMeHAoBaHa Ao3a cTaHoBUTb 150 Mr pasoBo.

—JlikyBaHHs Ta NpochinakTvka peLavByoumx BariHanbHNX kaHanao3ie (4 abo binbLue peLyamBiB 3aXBOPIOBAHHS Ha pik): pekoMeHLoBaHa 403a CTaHoBWUTL 150 Mr 1 pa3y 3 gHi. Ycboro
noTpibHo 3actocysatn 3 403u (1-11 ieHb, 4-it ieHb Ta 7-11 ietb). Micns Loro Tpeba 3acTocoByBaTH NiATPUMYtoYy 103y 150 Mr 1 pa3 Ha TkAEHb MPOTAroM 6 MicsLyiB.

[Jepmamomiko3u.

— Miko3 cTon, Miko3 rnafeHbKOI LLKIpK, NaxoBuid AepMaToMIKo3, KaHAMAO3HI iHEeKLT LWKipK: pekomeHgoBaHa [o3a cTaHoBUTL 150 Mr 1 pa3 Ha TwxaeHb abo 50 mr 1 pa3 Ha foby.
TpuBanicTb nikyBaHHs CTaHOBUTb 2—4 TVXHI. JTikyBaHHS MiKO3y CTOM MOXe TPUBATH [0 6 TXKHIB.

- PisHo6apBHMit nuLLaii: pekomMeHgoBaHa Ao3a cTaHoBKUTb 300400 mr 1 pa3 Ha TuxaeHb NPoTsrom 1-3 TkHIB a6o 50 Mr oauH pa3 Ha o6y NpoTSroM 2—4 TUXHIB.

— [lepmaTodhiTHUIA OHIXOMIKO3: pekOMeH0BaHa Ao3a cTaHoBMTb 150 Mr 1 pa3 Ha TxaeHb. JlikyBaHHs Tpeba NpogoBXKyBaTH NOKW Ha MiCLyi iHGKOBAHOTO HIrTs HE BUPOCTE 3A0POBMIA.
[ins BinpoCTaHHs 300POBYX HirTiB HA PyKax Ta Ha BENUKWX NanbLisix Hir 3a3su4an HeobxiaHo 3—6 micsuis Ta 6-12 micsiB BignosiaHo. OgHaK LWBMAKICTb POCTY HIrTiB y NaLieHTiB MoxXe
OyTV pi3HOKO Ta 3anexatu Big Biky. [icns ycnilUHOro NikyBaHHS TPUBaNMX XPOHIYHWX iH(eKLi (hopMa HirTs iHOZI 3annLaeThes 3MIHEHOH0.

Ocobnusi 2pynu nauieHmis.

[lauieHmu J1imHL020 8iky.

[Jloay HeoOXxigHO nifbupaTy 3aNekHO Big CTaHY (hyHKLA HUPOK (BUB. HUXKYE).

[MauieHmu 3 HUPKOBOK HedocmamHicmio.

®rykoHa30n BMBOAUTLCS NEPEBAXHO i3 CeYeto Y HeaMiHeHOMY cTaHi. [pu pa3oBoMy 3acTocyBaHHi kopuryBaTh 403y (hiykoHasony He NoTpibHo. MaLieHTam (Bkmoyatoum AiTei) is
nopyLUEHHsIMI PYHKLii HUPOK Npu HeobXiaHOCTI GaraTopa3oBoro 3acTocyBaHHs npenapaty y 1- feHb NikyBaHHS cnig 3acTocoByBaTh novatkoBy 403y 50-400 Mr 3anexHo Big
TepaneBTUYHMX NokasaHb. icns Lboro 4060BY 403y (3aN€XHO Bif NOKa3aHHs) Cnig po3paxoByBaTy BignosiaHo Ao Tabnuyi 1.

Tabnuus 1
KnipeHc kpeatuHiny (Mn/xB) BincoTok Bin pekomeHA0BaHOi 403K
>50 100 %
< 50 (6e3 remogianiay) 50 %
l'emogjanis 100 % nicns koxHoro remoAianisy

MauieHTw, siki nepebyBatoTb Ha perynsipHomy remogianiai, noBuHHi otpumysati 100 % pekoMeHZ0BaHOi 03K NiCs KOXHOro remogianiay. Y AeHb, Konv remogiania He NPOBOAUTHCS,
naLyieHT NOBUHEH OTPUMYBATW [03Y, BiKOPUTOBaHY 3aNeXHO Bif KNIPEHCY KpeaTuHIHY.
[TauieHmu i3 nopyweHHaMU YHKUIT NeYiHKu.
®nykoHason Tpeba 3acTocoByBaTH 3 0BEPEXHICTIO NaLieHTaM i3 NOpyLUEHHAMI hyHKLT NeYiHKW, OCKinbKu iHdhopmaLii LWoao 3acTocyBaHHs (riykoHa3ony Ll kaTeropii navjieHTis
HepocTaTHLO (AKB. po3ainy « OcobnMBOCTi 3acTocyBaHHs» Ta «[10BiYHi peakLjiy).

imu.
He cnin nepesuLLyBaTy MakcumansHy o60sy Aoay 400 mr.
AKi npy aHanorivHWX iHeKwisix y Aopocnnx, TpUBANICTb NikyBaHHS 3aneXnTb Bif KMiHiYHOT Ta MikonoriuHoi Bignosigi. Mpenapat 3acTocoBysatyt 1 pas Ha 1o6y.
[lo3yBaHHs npenapary AiTam i3 nopyLueHHsMI YHKLT HUPOK HaBeAeHO BuLLe. PapmakokiHeTUka hnykoHa301y He A0CTigKyBanacs y 4iTel i3 HUPKOBOK HELOCTATHICTIO.
[Jimu eikom 8i0 12 pokig.
3anexHo Bif Macy Tina Ta nybepTaTHOro po3suTKY Nikapto crif OLiHWTH, Sika A03a Npenaparty (Ans 4oPOCNX Y1 ANs fiTeit) € ONTMMaNbHOK ANs navjieHTa. KniHivui faHi ceigyaTs npo
Te, WO Y AiTed KnipeHe nykoHa3omy BULLMIA NOPIBHAHO 3 fopocnumu. 3acTocyBanHs 403 100, 200 ta 400 mr gopocnnm Ta 403 3, 6 Ta 12 Mr/kr oguH pa3 Ha Ao6y AiTsM Npu3BoAUTL A0
BOCSTHEHHS CNIBCTABHOI CUCTEMHOT €KCo3nLii.
EdexTuBHicTb Ta Besneka 3acTtocyBaHHs (hyKoHa30My Ans NikyBaHHs reHiTanbHUX KaHAWAO03IB Y AiTel He BCTAHOBNEHI. HasiBHa Ha CbOrOAHILLHIN AeHb iHopMaLis HaBeaeHa y
poagini «Mobiuni peakyii». AKLL0 icHye HaranbHa noTpeba 3acTocyBaHHs Npenapary nignitkam (Bikom Big 12 40 17 pokiB), cnig 3acTOCOBYBaTH 3BUYaNHI 4031 ANs AOPOCINX.
[Limu eikom 8id 5o 11 pokis.
Kananpnosn cnnaosux 060noHoK: novaTkoBa A03a CTaHoBWUTb 6 Mr/kr/aoby, niaTpumytoya Aosa — 3 mr/kr/aoBy. MoyaTkoBy O3y MOXHA 3aCTOCOBYBATU Y 1-1 ieHb 3 METOIO LUBWALLIOTO
[OCSATHEHHS PIBHOBa)HOI KOHLIEHTpaLii.
|HBa3WBHi KaHAMA03M, KPUMTOKOKOBYI MEHIHTIT: 03a npenaparty CTaHoBUTb 612 Mr/kr/A06y 3anekHO Bif CTyNEHs TSKKOCTi 3aXBOPHOBAHHS.
MigTpumytoya Tepanis Ans NONepemKeHHs peLuanBY KPUNTOKOKOBOTO MEHIHTITY Y [iTEl i3 BUCOKMM PU3MKOM 110r0 po3BUTKY: [03a NpenapaTy CTaHoBWTL 6 Mr/kr/goby oanH pa3 Ha
B0y 3aNeXHO Bif CTYNEHs TSXKKOCTi 3aXBOPIOBAHHS.
MpodinakTika kaHAMAO3IB y NaUieHTiB 3 iMyHoaediLMTOM: A03a npenapaTy CTaHoBUTb 3-12 Mr/kr OAMH pa3 Ha [0DY 3anexHO Bif BUPAXEHOCT Ta TPMBAnoCTi iHAYKOBaHOI
HEeNTpOneHii (aMB. 403K AN AOPOCINX).

Limu.
3acrocoByBaTu nikapcbkuid 3acib y dhopmi TabneTok Ui kaTeropii nayieHTiB MoXHa TOAI, KONu AiTv 3gaTHi 6e3neyHO NPOKOBTHYTH TaBNETKY, L0 3a3BU4ai MOXIMBO Y BiLli Bif 5 POKIB.

Mepedo3ysaHHsi.

CumnTomu: rantoLmHaLlii Ta napaHoigansHa noeegiHka.

TNikyBaHH: cumMnTOMaTUYHE (Y TOMY YMCAi NPOMMBAHHS LLNYHKA 1 NiATPUMYtoya Tepanis). $rykoHason BUBOAMTLCSA NEPEBAXHO 3 ceyeto, TOMy POopcoBaHWiA iypes MOXe NpUCKOpUTY
BMBEAEHHS npenaparty. CeaHc remogianiay TpMBanicTio 3 roAMHM 3HXKYE piBEHb hykoHa3ory y nnaami kposi npnbnmnaHo Ha 50 %.

MobiyHi peakyii.

Mosigomnanu Npo MeanKaMeHTO3Hy peakLiio 3 eonHodinieto i cuctemHumn nposisamu (DRESS), acoujiioBaHy 3i 3acTocyBaHHAM driykoHasony (aus. posgin «OcobnuocTi
3aCTOCYBaHHS»).

Haiuacriwe (8ig =1/100 go <1/10) noBigomnsanocs npo Taki nobidHi peakLii: ronosHui 6inb, 6inb y X1BOTI, Aiapes, HyA0Ta, 6ioBaHHS, NABULLEHHS PiBHS anaHiHaMiHOTpaHChepasu
(AITT), acnapTatamiHoTpaHcdepaan (ACT), nyxHoi pocthaTasn KpoBi Ta BUCHNAHHS

[ns oLiHKK YacTOTN BUHUKHEHHS NOBIYHMX peaKLii BUKOPUCTOBYHOTL Taky knacudikalito: gyxe vacto (=1/10), yacto (sig =1/100 go <1/10), HevacTo (Big =1/1000 go <1/100), piako
(B8in=1/10000 go <1/1000), ayxe pigko (<1/10000), yacToTa HeBigOMa (HEMOXITMBO OLHUTM Ha MiACTaBi HASBHUX JaHWX).

360Ky cucmemu kposi ma niMghamuyHoi cucmemu.

Heyacto: aHemis.

Pigko: arpaHynoLuTo3, NeikoneHis, HeMTPONEHis, TPOMOOLUTONEHIS.

3 60Ky imyHHOI cucmemu.

Pigko: aHadbinakcis.

3 60Ky Memaboniamy ma xap4y8aHHs.

HeyacTo: 3HWXeHHs aneTuty.

Pigko: rinepTpurniuepnaemis, rinepxonectepuHeMis, rinokasniemis.

3 60Ky ncuxiku.

HeuacTo: 6e3COHHS, COHNMBICTb.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHui Binb.

HeuvacTo: cynomu, 3anamopoyeHHsl, napecTesii, NopyLUEHHs CMaKy.

Pigko: Tpemop.

360Ky opeaHis ciyxy ma pigHogazu.

Heyacro: BepTuro.

360Ky cepus.

Pinko: napokcuamanbHa LLnyHouKoBa Taxikapgis TUny «nipyeT», nogoBxXeHHs iHTepaany QT (aus. po3ain «OcobnmMBoCTi 3aCTOCYBaHHA).

3 60Ky WiITyHKO8O-KUWKOB8020 mpakmy.

YacTo: 6inb y YepeBHii NOpPOXHWHI, diapes, HyaoTa, 6roBaHHs.

Heuvacto: 3anop, aucnencis, MeTeopuam, CyXicTb y poTi.

3 60oky 2enamobiniapHoi cucmemu.

Yacro: nigsuLieHHs pisHiB AJTT, ACT, nyxHoi doccaTasm B kposi (aums. po3gin «OcobnmBocTi 3aCToCyBaHHSY).

HeuacTo: xonecTas, XoBTAHWLSA, NiABULLEHHS piBHS Binipy6iHy (auB. po3ain « OcobnmBOCTI 3aCTOCYBaHHS).

Pigko: neviHkoBa HeLOCTaTHICTb, renaToLentoNApHUA HEKPO3, renaTuTy, renaToLentonsapHe ypaxeHHs (4us. po3ain « OcobnmeocTi 3aCToCyBaHHAY).

3 60Ky wKipu ma nidWKIpHOT KimKOBUHU.

YacTo: BucunaHHs (ave. po3ain «OcobnmBocTi 3aCTOCYBaHHS).

Heyacto: ceepbix, MeAnKaMeHTO3HUA AepMaTUT (BKIHOYatouM (IKCOBAHMIA MeaNKAMEHTO3HMI JepMaTIT), KpOnMB'aHKa, NifBuULiEeHe NOTOBUAINEHHS (avB. po3ain «OcobnmsocTi
3aCTOCYBaHHSY).

Pigko: TOKCUYHWI enigepmanbHuii Hekponis, cuHapom CTiBeHca—[KOHCOHa, rocTpuii reHepanisoBaHuii ek3aHTEMATO3HWA MyCTYnbOo3, eKcdoniaTUBHUI LepMaTuT,
QHriOHEBPOTUYHIIA HabPsIK, HaBPsk 0BMyYs, anonewis (ame. po3ain « OcobnMBOCTI 3aCTOCYBAHHST»).

YacroTa HeBigoma: MeankaMeHTO3Ha peakLjist 3 eo3nHodinieto i cuctemHumu nposisamu (DRESS).

3 60Ky 0NOPHO-PYX0B020 anapamy ma cnosy4HOi MKaHUHU.

Heyacro: mianris.

3acanbHi nopyweHHs ma peakuii'y Micui 88e0eHHsI.

HeuvacTo: nigBuLLEeHa BTOMMNIOBAHICTb, HE3AYXaHHS, acTeHis, rapsika.

Litn

YacToTa Ta xapaktep nobivHUX peakLiil Ta BigxuneHb NabopaTopHWUX MOKA3HWUKIB y AiTeN, ski cikcyBanmcs nig vac KNiHiYHWX AOCTIZKEHb, KPIM reHiTanbHoro KaHauaosy, €
MOPIBHAHHUMW 3 TAKMM Y AOPOCHNX.

[oBigomneHHs Npo nigo3proBaHi nobi4Hi peakLii

MoBigomneHHs npo nobiuHi peakLii nicns peecTpauji nikapcbkoro 3acoby Mae Baxnnee 3HauyeHHs. Lle aae 3Mory NpoBOAUTU MOHITOPUHT CrBBIGHOLIEHHS! KOPUCTL/PU3NK NpK
3aCTOCyBaHHi LbOro nikapcbkoro 3acoby. MeanyHum Ta hapMaLeBTYHAM NpaLliBH1KaM, a Takox navjieHTam abo ix 3aKOHHUM NpeAcTaBHUKaM Crig NOBIAOMASTY NPO YCi BUNagKu
nigoaproBaHux MoBiYHMX peakuili Ta BigCyTHOCTI epeKTMBHOCTI Mikapcbkoro 3acofy 4vepe3 ABTOMATM30BaHy iH(oOpMaLliiHy cucTeMy 3 bapMakoHarnsgy 3a MOCUMaHHSM:
https://aisf.dec.gov.ua

TepmiH npudamHocmi. 3 pok.

YMoBM 36epiraHHs.
36epiratv npy Temnepatypi He BuLe 25°C
36epiratvy HeLOCTYNHOMY [151 iTe MiCLji.

YnakoBka.

TabneTkn no 50 MrNe4 abo Ne 10 y GricTepi B KapTOHHIl ynakoBLi.
Tabnetkno 100 MrNe4 abo Ne 10y 6ricTepi B KapTOHHI ynakoBLyi.
Tabnetkuno 150 MrNe2 abo Ne 4 y 6ricTepi B KapTOHHIi ynakoBLyi.
Tabnetknno 200 Mr Ne4 abo Ne 10y 6ricTepi B KapTOHHIR ynakoBLyi.

Kateropis Bignycky.
3apeuentom.

BupoGHuk.

KYCYM XENTXKEP MBT NTH/

KUSUMHEALTHCARE PVTLTD.

Micue3HaxoaxeHHs BUPOGHMKA Ta aapeca MicLisi NPoBaKeHHs 1oro AisNbHOCTI.
CN-289 (A), PIIKO IHgacTpian apea, Yonanki, bxisagi, fict. Ansap (PagxactaH), IHais/
SP-289 (A), RIICO Industrial area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), India.

[araocraHHboro nepernagy. 28.11.2023.

Fusys® 50/100/150/200 mg/UA/B




